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» REFERENCE TO OTHER RELATED APPLICATIONS 



This application is a continuation of U.S. Patent Application Serial No. 
07/954,772, filed on September 30, 1992, which application was 
abandoned in favor of the present application, beriai no. u//yo*f,/ 
was a continuation of U.S. Patent Application Serial No. 07/548,348, 
filed on July 2, 1990 (abandoned), which was a divisional application 
of U.S. Patent Application Serial No. 07/140,980, filed on January 5, 
1985 (abandoned), which was a continuation of U.S. Patent 
Application Serial No. 06/674,352, filed on November 21, 1984 
(abandoned), the latter being a continuation of U.S. Patent Application 
Serial No. 06/391,440, filed on June 23, 1982 (abandoned). Two 
other applications were filed as divisional applications of the 
aforementioned Serial No. 07/140,980: U.S. Patent Application Serial 
No. 07/532,704, filed on June 4, lyyu; ana U.S. Paienx Appiiudiiun 
Serial No. 07/567,039, filed on August 13, 1990. Serial No, 
07/532,704 issued on August 31, 1993 as Engelhardt et al., U.S. 
Patent No. 5,241,060, and is titled "Base Moiety-Labeled Detectable 
Nucleotide." Serial No. 07/567,039 issued on November 9, 1993 as 
Engelhardt et al., U.S. Patent No. 5,260,433, and is titled "Saccharide 
Specific Binding System Labeled Nucleotides." - 



In The Claims : 

Cancel claims 284-568 and substitute therefor new claims 569-171 1 as 
follows: 
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\ " 569. (h^EW) A process for determining the sequence of a nucleic acid of 
\ interest, comprising the steps of: 

providingvor generating labeled nucleic acid fragments, each fragment 
comprising a sequence complementary to said nucleic acid of interest or to a 
portion thereof, wtrerein each of said fragments comprises one or more detectable 
modified or labeled nucleotides or nucleotide analogs, which nucleotide analogs can 
be attached to or coupled to or incorporated into DNA or RNA, and wherein said 
one or more modified or labeled nucleotides or nucleotide analogs have been 
modified or labeled on at least one of the sugar moiety, the sugar analog, the 
phosphate moiety, the phosohate analog, the base moiety, or the base analog 
thereof; \ 

subjecting said labeled fragments to a sequencing gel to separate or resolve 
said fragments; and \ 

detecting non-radioactively\he presence of each of said separated or 
resolved fragments by means of saii modified or labeled nucleotides or nucleotide 
analogs, and determining the sequenckof said nucleic acid of interest. -- 

- 570. (NEW) The process according to claim 569, wherein the nucleic acid 
sequence of interest is derived from an organism. -- 

" 571 . (NEW) The process according to claim 570, wherein said organism is 
selected from the group consisting of bacteria, fungi, viruses, yeast, mammals, and 
a combination of any of the foregoing. - 

572. (NEW) The process according to claim 571, wherein said organism 
comprises a mammal. -- 

-- 573. (NEW) The process according to claim 572, wherein said mammal 
comprises a human being. -- 

- 574. (NEW) The process according to claim 570, wherein said organism is 
living. - 

" 575. (NEW) The process according to claims 570 or 574, wherein said 
organism is selected from the group consisting of prokaryotes and eukaryotes. 
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-- 576. (NEW) The process according to claim 575, wherein said organism 
comprises a eukaryote. - 

" 577. (NEW) The process according to claim 576, wherein said eukaryotic 
nucleic acid sequence of interest is contained within a chromosome. - 

" 578. (NEW) The process according to claim 576, wherein said eukaryote 
comprises a mammal. - 

-- 579. (NEW) The process according to claim 578, wherein said mammalian 
nucleic acid sequence of interest is contained within a chromosome. - 

- 580. (NEW) The process according to claim 578, wherein said mammal 
comprises a human being. - 

-- 581 . (NEW) The process according to claim 580, wherein said human nucleic 
acid sequence of interest is contained within a chromosome. - 

" 582. (NEW) The process according to claim 581, wherein said human 
chromosomal nucleic acid sequence of interest is part of a human gene library. -- 

" 583. (NEW)\ The process according to claim 569, wherein said providing or 
generating step \s carried out by means of one or more primers or nucleoside 
/triphosphates or atjalogs thereof. -- 

-- 584. (NEW) The process according to claim 583, wherein said nucleoside 
triphosphates are selected from the group consisting of ribonucleoside 
triphosphates, deoxyribonucleoside triphosphates, dideoxyribonucleoside 
triphosphates, and analogs of any of the foregoing. - 

" 585. (NEW) The process according to claim 569, wherein said fragments have 
been obtained or generated by a nucleic acid sequencing step or technique. - 
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L - 586. (NEW) The process^ccording to claim 569, wherein the labeled 
/ complementary nucleic acid isVragmented prior to separation in said sequencing 
gel. -- 



- 587. (F\EW) The process according to claim 569, wherein said providing or 
\ generating step, the one or more modified or labeled nucleotides or nucleotide 
^ analogs havA been incorporated into said nucleic acid fragment or fragments. - 

- 588. (NEW)\The process according to claim 587, wherein at least one of said 
modified or labelid nucleotides or nucleotide analogs is at a terminus of said 
fragment or fragments. - 

-- 589. (NEW) The process according to claim 588, wherein said terminus 
comprises the 5' or the 3' terminus. - 

-- 590. (NEW) The process according to claim 587, wherein said incorporation has 
been carried out in the presence of a primer. -- 

" 591 . (NEW) The process according to claim 569, wherein said nucleotide analog 
can be attached terminally to DNA or RNA by means of an enzyme. - 



" 592. (NEW) The process according to claim 591, wherein said enzyme 
comprises terminal transferase. - 



- 593. (NEW) The process according to claim 569, wherein said nucleotide analog 
can be coupled to DNA or RNA by a coupling means selected from the group 
consisting of chemical coupling and enzymatic coupling. -- 

- 594. (NEW) The pVocess according to claim 593, wherein said chemical 
coupling can be carried but by a chemical coupling means selected from the group 
consisting of carbodiimid^ formaldehyde and formamide. - 

" 595. (NEW) The process according to claim 593, wherein said enzymatic 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. - 
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-- 596. (NEW) The proce'^ according to claim 569, wherein said incorporation 
comprises nick tranplath^ r 

- 597. (NEW) The process according to claim 569 or 596, wherein said 
incorporation is carried out by means of a polymerizing enzyme. -- 

" 598. (NEW) The process according to claim 597, wherein said polymerizing 
enzyme comprises a polymerase. - 



- 599. (NEW) The process according to claim 598, wherein said polymerase is 
selected from the group consisting of DNA polymerase and RNA polymerase. - 

" 600. (l\^EW) The process according to claim 569, wherein said providing or 
generating Vtep, the modified or labeled nucleotides or nucleotide analogs comprise 
one or more members selected from the group consisting of: 

(i) a nucleotide or nucleotide analog having the formula 

\ PM-SM-BASE-Sig 

wherein \ 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar Vnoiety or sugar analog, 

BASE is a pyrin^idine, a purine or a 7-deazapurine base moiety or a base 
analog of any of the foregoing; and 

Sig is a detectabia non-radioactive moiety, 
wherein PM is covalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached lip BASE directly or through a linkage group at a position 
other than the C5 position when BASE is a pyrimidine moiety or an analog thereof, 
at a position other than the Q8 position when BASE is a purine moiety or an analog 
thereof and at a position othei\than the C7 position when BASE is a 7-deazapurine 
moiety or an analog thereof; \ 

(ii) a nucleotide or nucleotide analog having the formula 
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Sig 



iPM-SM-BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar moiety or sugar analog, 

BASE is a base moiety or base analog, and 

Sig is a detectable non-radioacti\le moiety, and 
wherein PM is covalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to SM directMor through a linkage group; and 

(iii) a nucleotide or nucleotide analog, said nucleotide having the formula 

Sig -PM~sVl- BASE 

wherein 

PM is a phosphate moiety or phosphatd^ analog, 

SM is a sugar moiety or sugar analog, 

BASE is a base moiety or base analog, artd 

Sig is a detectable non-radioactive moiety! 
wherein PM is covalently attached to SM, BASE it covalently attached to SM, and 
Sig is covalently attached to PM directly or througri a linkage group. -- 

-- 601. (NEW) The process according to claim 569a wherein said providing or 
generating step, the modified or labeled nucleotides o\ nucleotide analogs have the 
structure: 




B-A 
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wherein B represents a purine moiety, a 7-deazapurine moiety, a pyrimidine 
moiety, or ananalog of any of the foregoing, and B Is covalently bonded to the CV 
position of the\sugar moiety or sugar analog, provided that whenever B is a purine, 
a purine analog! a 7-deazapurine moiety or a 7-deazapurine analog, the sugar 
moiety or sugar lanalog is attached at the Ny position or the purine moiexy, ine 
purine analog, the 7-deazapurine moiety or the 7-deazapurine analog thereof, and 
whenever B is a piyrimidine moiety or a pyrimidine analog, the sugar moiety or sugar 
analog is attached\at the N1 position of the pyrimidine moiety or the pyrimidine 
analog; 

wherein A cdmprises at least three carbon atoms and represents at least one 
component of a sigmalling moiety capable of producing directly or indirectly a 
detectable non-radioective signal; and 

wherein B andlA are covalently attached directly or through a linkage group, 
wherein if B is a purine or a purine analog, A is attached to the 8-position of the 
purine or purine analod if B is a 7-deazapurine or 7-dea^apurine diidJuy, A ia 
attached to the 7-position of the deazapurine or deazapurine analog, and if B is a 
pyrimidine or a pyrimidine analog, A is attached to the 5-position of the pyrimidine 
or pyrimidine analog; and\ 

wherein x compriseA a member selected from the group consisting of; 



H-; H0-; -0-P-0-; HO-P-b-; HO-P-0-P-0-; HO-P-O-P-O-P-0- 



OH 



OH 



H0-" . 




OH OH OH 



wherein y comprises a member selected from the group consisting of: 
0 0 \00 000 

II II II 

H-; H0-; -0-P-0-; HO-P-0-; HO-V'-O-P-O-; HO-P-O-P-O-P-0- 



OH OH OH 



wherein z comprises a member selectee from the group consisting of H-and 
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-- 602. (NEW) ThlB process according to claim 601, wherein y and z 
comprise H — . ' 

" 603. (NEW) The process according to claim 569, wherein said phosphate 
moiety or phosphate analog is selected from the group consisting of a 
mono-phosphate, a di-phosphate, a tri-phosphate and a tetra-phosphate. - . 

-- 604, (NEW) The process according to claim 600, wherein any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) comprise a nucleoside mono-, di- or 
tri-phosphate. 

- 605. (NEW) The process according to claims 569 or 600, wherein said sugar 
moiety or sugar analog comprises a monosaccharide. - 

" 606. (NEW) The process according to claim 605, wherein said monosaccharide 
comprises a furanose. -- 

607. (NEW) The process according to claim 606, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. - 

" 608. (NEW) The process according to claim 600, wherein said base moiety or 
base analog BASE in any of said nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. 

~ 609. (NEW) The process according to claim 600, wherein said sugar moiety or 
sugar analog SM comprises a monosaccharide or a furanose, and said base moiety 
or base analog BASE in nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. -- 
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" 610. (NEW) The process according to claim 600, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i) is covalently attached to said BASE at a 
position when BASE is a pyrimidine that is selected from the group consisting of 
the C2 position, the N3 position, the C6 position, and combinations thereof, or is 
covalently attached to BASE at a position when BASE is a purine that is seiecxea 
from the group consisting of the N1 position, the C2 position, the N3 position, the 
C6 position, the N7 position, and combinations thereof. - 

"611. (NEW) The process according to claim 600, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i) is covalently attached to said BASE at a 
position selected from the group consisting of the N* position when said pyrimidine 
comprises cytosine, the N^ position when said purine comprises adenine or 
deazaadenine, the N® position when said purine comprises guanine or deazaguanine, 
and combinations thereof. 

~ 612. (NEW) The process according to claim 606, wherein in said nucleotide (ii), 
PM is attached to said furanose at a position independently selected from the group 
consisting of the 2', 3', and 5' positions, or any combination thereof, and BASE is 
attached to the 1 ' position of said furanose from the N1 position when BASE is a 
pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, and Sig is 
covalently attached to SM directly or through a linkage group and such covalent 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. - 

" 613. (NEW) The process according to claim 606, wherein in said nucleotide (iii), 
PM is attached to said furanose at a position independently selected from the group 
consisting of the 2', 3', and 5' positions, or any combination thereof, and BASE is 
attached to the 1' position of said furanose from the N1 position when BASE is a 
pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, and Sig is 
covalently attached to PM directly or through a linkage group and such covalent 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. -- 
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"614 (NEW) The process according to clainn 600, wherein said covalent 
attachment in nucleotide or nucleotide analog (iii) is selected from the group 
consisting of 

OH 

1 

-P-0- 

II 
0 

and 

OH 

I 

-P- 



" 615. (NEW) The process according to claim 600, wherein PM is a mono-, di- or 
tri-phosphate, and wherein in said nucleotide or nucleotide analog (iii), the Sig 
moiety is covalently attached to PM through a phosphorus or phosphate oxygen. -- 

"616. (NEW) The process according to claim 600, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) does not interfere substantially with 
the characteristic ability of Sig to form a detectable non-radioactive signal. -- 

"617. (NEW) The process according to claim 600, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises a member selected from 
the group consisting of an olefinic bond at the a-position relative to the point of 
attachment to the nucleotide, a -CHjNH- moiety, or both. - 

"618. (NEW) The process according to claim 600, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises an allylamine group. - 
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- 61 9. (NEW) The process according to claim 600, wherein said covalent 
attachment in any of nucleotides (i), (iil or (iii) comprises or includes an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, or any 
of the moieties 

-CH = CH2-NH- , 
-CH = CH-CH2-NH" , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C-0 , and -0- . -- 

-- 620. (NEW) The process according to claim 600, wherein said covalent 
attachment in any of nucleotides or nucleotide analogs ID, [U) or (iii; inciudes a 
glycosidic linkage moiety. -- 

- 621 . (NEW) The process according to claim 600, wherein in any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) said Sig is covalently attached to 
BASE, SM or PM through a linkage group. 

V 

" 622. (NEW) The process according to claim 621 , wherein said linkage group 
contains an amine. - 

" 623, (NEW) The process according to claim 622, wherein said amine comprises 
a primary amine. - 

" 624. (NEWN The process according to claim 621, wherein said linkage group 
does not substaVtially interfere with formation of the signaling moiety or detection 
of the detectable Vgnal. 

- 625. (NEW) The process according to claim 601 , wherein said covalent 
attachment does not interfere substantially with the characteristic ability of A to 
form a detectable non-radioactive signal. - 
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" 626. (NEW) The process according to claim 601, wherein said covalent 
attachment comprises a member selected from the group consisting of an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, 
a -CHjNH- moiety, or both. 

"627. (NEW) The process according to claim 601 , wherein said covalent 
attachment comprises an allylamine group. -- 

" 628. (NEW) The process according to claim 601, wherein said covalent 
attachment comprises or includes an olefinic bond at the a-position relative to the 
point of attachment to the nucleotide, or any of the moieties 

"CH = CH2-NH- , 
-CH = CH-CH2-NH- , 
-CH = CH-CH2-O- CH2- CH-NH~ , 

I 

OH 

0 

II 

-S- , -C-O , and -0- . - 

" 629. (NEW) The process according to claim 601 , wherein said covalent 
attachment includes a glycosidic linkage moiety. " 

" 630. (NEW) The process according to claim 601 , wherein said A is covalently 
attached to B through a linkage group. - 

" 631. (NEW) The process according to claim 630, wherein said linkage group 
contains an amine. - 

" 632. (NEW) The process according to claim 631, wherein said amine comprises 
a primary amine. " 

" 633. (NEW) The process according to claim 630, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. - 
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" 634. (NEW) The process according to claim 600, wherein Sig comprises at least 
three carbon atoms, -- 

- 635. (NEW) The process according to claim 600, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
three carbon atoms and at least one double bond. - 

-- 636. (NEW) The process according to claim 600, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
four carbon atoms. ~ 

" 637. (NEW) The process according to claim 600, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic moiety comprising 
at least five carbon atoms. 

- 638. (NEW) The process according to claim 637, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent, - 

" 639. (NEW) The process according to claim 600, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least six carbon atoms. -- 

" 640. (NEW) The process according to claim 639, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. 

- 641 . (NEW) The process according to claim 600, wherein Sig comprises a 
monosaccharide, polysaccharide or an oligosaccharide. - 

" 642. (NEW) Thie process according to claim 600, wherein Sig comprises a 
member selected from the group consisting of biotin, iminobiotin, an electron dense 
omponent, a magnetic component, an enzyme, a hormone component, a metal- 
containing component,^ fluorescent component, a chemiluminescent component, 
an antigen, a hapten, an\^ntibody component and a chelating component. - 
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643. (NEW) The process according to claim 642, wherein Sig comprises an 
electron dense component. 

--644. (NEW) The proc^qftjcording to claim 643, wherein said electron dense 
component comprises ferrj|>(^^ 

- 645. (NEW) The process according to claim 642, wherein Sig comprises a 
magnetic component. -- 

-- 646. (NEW) The process according to claim 645, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 

-- 647. (NEW) The process a\wding to claim 645, wherein said magnetic 
component comprises magnetic ^ ids. -- 

- 648. (NEW) The process according to claim 600, wherein Sig comprises a sugar 
\ residue and the sugar residue is complexed with or attached to a sugar binding 

K protein or a ifolysaccharide binding protein. 



-- 649. (NEW) The process according to claim 648, wherein the binding protein 
comprises a lectin. - 

" 650. (NEW) The process according to claim 649, wherein the lectin comprises 
concanavalin A. -- 

-- 651 . (NEW) The process according to claim 649, wherein said lectin is 
conjugated to ferritin. - 



652. (NEW) The process acC<j[r^f|g to claim 642, wherein Sig comprises an 
enzyme. - 



" 653. (NEW) The process according\(r^Ia}m^652, wherein said enzyme is 
selected from the group consisting of aiyijni^ acid phosphatase, 

P-gaiactosidase, ribonuclease, glucose oxldas^ peroxidase, and a combination 
thereof. -- 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 7, 1995 

Page 17 [Amendnnent Under 37 C.F.R. §1.115 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 



654. (NEW) The process according to claim 642, wherein Sig comprises a 
hormone. - 

-- 655. (NEW) The process according to claim 642, wherein Sig comprises a 
metal-containing component. -- 

-- 656. (NEW) The process according to claim 655, wherein said metai-containing 
component is catalytic. -- 

"657. (NEW) The process according to claim 600, wherein said Sig detectable 
non-radioactive moiety comprises an indicator molecule. - 

" 658. (NEW) The process according to claim 657, wherein said indicator 
molecule comprises an aromatic compound. ~ 

" 659. (NEW) The process according to claim 658, wherein said aromatic 
compound is heterocyclic. -- 

" 660. (NEW) The process according to claim 659, wherein said heterocyclic 
aromatic compound is fluorescent. - 

" 661 . (NEW) The process according to claim 660, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyi, and a combination of any of the foregoing. - 

~ 662. (NEW) The process according to claim 661, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. -- 

" 663. (NEW) The process according to claim 642, wherein Sig comprises a 
fluorescent component. - 

- 664. (NEW) The process according to claim 663, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. - 
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665. (NEW) The process according to claim 664, wherein said fluorescent 
component comprises fluorescein. -- 

-- 666. (NEW) The process according to claim 642, wherein Sig comprises a 
chemiluminescent component. -- 

" 667. (NEW) The process according to claim 642, wherein Sig comprises an 
antigenic or hapten component capable of complexing with an antibody specific to 
the component. -- 

-- 668. (NEW) The process according to claim 642, wherein Sig comprises an 
antibody component. - 

-- 669. (NEW) The process according to claim 642, wherein Sig comprises a 
chelating component. - 

- 670. (NEW) The process according to claim 657, wherein said indicator 

\ molecule comprises a member selected from the group consisting of a fluorescent 
^Ncomponent, a chemiluminescent component, a chelating component, and a 
'/combination of a\iy of the foregoing. -- 

-- 671 . (NEW) The process according to claim 601 , wherein A comprises an 
aliphatic chemical moiety comprising at least three carbon atoms and at least one 
double bond. - 

- 672. (NEW) The process according to claim 601, wherein A comprises an 
aliphatic chemical moiety comprising at least four carbon atoms, - 

" 673. (NEW) The process according to claim 601, wherein A comprises an 
aromatic or cycloaliphatic group comprising at least five carbon atoms. -- 

-- 674. (NEW) The process according to claim 673, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. -- 
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an 



" 675. (NEW) The process according to claim 601, wherein A comprises 
aromatic or cycloaliphatic group comprising at least six carbon atoms. " 

" 676. (NEW) The process according to claim 675, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. " 

" 677. (NEW) The process according to claim 601, wherein A comprises a 
monosaccharide, polysaccharide or an oligosaccharide. " 

" 678. (NEW) Th^ process according to claim 601, wherein A comprises a 
member selected from the group consisting of biotin, iminobiotin, an electron dense 
*^^^\ component, a magnetk; component, an enzyme, a hormone component, a metal- 
/ containing component,\a fluorescent component, a chemiluminescent component, 
an antigen, a hapten, an\antibody component and a chelating component. - 

" 679. (NEW) The process according to claim 678, wherein A comprises an 
electron dense component. - 

680. (NEW) The pcocesf according to claim 679, wherein said electron dense 
component comprises 



} pcocesf Bccc 
es fVrl\tfrt^ 



" 681 . (NEW) The process according to claim 680, wherein A comprises a 
^ xlVmagnetic componelot. " 

" 682. (NEW) The process according to claim 681, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide, " 



" 683. (NEW) The procW according to claim 681, wherein said magnetic 
component comprises ms^aro^ beads. " 

. " 684. (NEW) TheVirocess according to claim 601, wherein A comprises a sugar 
CjVl^A residue and the sugan/esidue is complexed with or attached to a sugar binding 
\rotein or a polysaccha\ide binding protein. - 



^ protein 
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- 685. (NEW) The process according to claim 684, wherein the binding protein 
comprises a lectin. 

«QR (MPw; The orocess according to claim 685, wherein the lectin comprises 
concanavalin A. - 

- 687. (NEW) The process according to claim 685, wherein said lectin is 
conjugated to ferritin. - 

- 688. (NEW) The proi^ess according to claim 678, wherein A comprises an 
enzyme. " \ 

" 689. (NEW) The processleW^ 

selected from the group consistin^f alkaline phosphatase, acid phosphatase, p- 
galactosidase, ribonuclease, glucose\<idase, peroxidase, and a combination 
thereof. - ^ 

-- 690, (NEW) The process according to claim 678, wherein A comprises a 
hormone. -- 

691 . (NEW) The process according to claim 678, wherein A comprises a metal- 
containing component. -- 

-- 692. (NEW) The process according to claim 691, wherein said metal-containing 
component is catalytic. - 

693. (NEW) The process according to claim 601 , wherein said A comprises an 
indicator molecule. - 

" 694. (NEW) The process according to claim 693, wherein said indicator 
molecule comprises an aromatic compound. - 

~ 695. (NEW) The process according to claim 694, wherein said aromatic 
compound is heterocyclic. -- 
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696. (NEW) The process according to claim 695, wherein said heterocyclic 
aromatic compound is fluorescent. 

„ «Q7 /NIFW) The process according to claim 696, wherein said fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. - 

-- 698. (NEW) The process according to claims 696 or 697, wherein said 
fluorescent heterocyclic aromatic compound comprises fluorescein. 

699. (NEW) The process according to claim 678, wherein A comprises a 
fluorescent component. 

- 700. (NEW) The process according to claim 699, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. - 

- 701 . (NEW) The process according to claim 700, wherein said fluorescent 
component comprises fluorescein. - 

" 702. (NEW) The process according to claim 678, wherein A comprises a 
chemiluminescent component. -- 

-- 703. (NEW) The process according to claim 678, wherein A comprises an 
antigenic or hapten component capable of complexing with an antibody specific 
the component. - 

704. (NEW) The process according to claim 678, wherein A comprises an 
antibody component. - 

" 705. (NEW) The process according to claim 678, wherein A comprises a 
chelating component. -- 
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706. (NEW) Tl\e process according to claim 693, wherein said indicator 
\ molecule comprises^^ member selected from the group consisting of a fluorescent 
^"^Mcomponent, a chemilLiinescent component, a chelating component, and a 
/ combination of any of\he foregoing. -- 

-- 707. (NEW) The process according to claim 569, wherein said labeled nucleic 
acid fragments are detectable by a non-radioactive means selected from the group 
consisting of a fluorescent measurement, a chemiluminescent measurement, and a 
combination thereof. -- 

- 708. (NEW) The process according to claim 569, wherein said subjecting step is 
carried out electrophoreticaily. -- 

- 709. (NEW) The process according to claims 569, 600 or 601, wherein said 
detecting step is carried out directly. -- 

- 710. (NEW) The process according to claim 709, wherein said direct detection 
is carried out using one or more indicator molecules. - 

|y V- 71 1 . (NEW) The process according to claim 710, wherein said one or more 
9^-^^ iKdicator molecules\omprise fluoresceinated nucleotides or nucleotide analogs. - 



\ - 712. (NEW) The pro\ess according to claim 71 1, wherein said fluoresceinated 
nucleotides or nucleotide arialogs comprise fluoresceinated DNA. - 



- 713. (NEW) The process according to claim 709, wherein said detecting step is 
carried out bArieans of a directly detectable signal provided by said one or more 
modified or labaed nucleotides or nucleotide analogs, said A or said Sig detectable 
non-radioactive moiety. 

"714. (NEW) TheVocess according to claim 713, wherein in said detecting step 
the directly detectabl\ signal comprises a member selected from the group 
consisting of a chelatinQ compound, a fluorogenic compound, a phosphorescent 
compound, a chromogenic compound, a chemiluminescent compound and an 
electron dense compound\-- 
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- 715. (NEW) The proces^sWordjng to claim 713, wherein in said detecting step 
the directly detectable signal 4] bvjimfl Sig detectable non-radioactive moiety 
comprises an enzyme. - \ 

- 716. (NEW)\The process according to claims 569, 600 or 601, wherein said 
detecting step isVarried out by means of an indirectly detectable signal provided by 
said one or more Modified nucleotides or nucleotide analogs, said A or said Sig 
detectable non-radioWive moiety. - 

717. (NEW) The process according to claim 716, wherein in said detecting step 
the indirectly detectable signal is selected from the group consisting of an antibody, 
an antigen, a hapten, a receptor, a ligand and an enzyme. - 



" 718. (NEW) The process^c^fding to claim l^ 1 , wherein in saiu utsLouufiy Si^p 



the indirectly detectable signal 1 



provided by a polynucleotide sequence capable of 



recognizing a signal-containing hnS^pty. - 



-- 719. (NEW) The process according to claim 569, wherein said modified or 
ylabeled nucleotides o\nucleotide analogs are capable of being detected non- 



radioactively by a merfiber selected from the group consisting of an enzymatic 
measurement, a fluoresVent measurement, a phosphorescent measurement, a 
chemiluminescent measurement, a calorimetric measurement, a microscopic 
measurement and an eleciron density measurement. ■- 



- 720. (NEW) The process according to claim 569, wherein said detecting step 
comprises localizmg said labeled nucleic acid fragments by means of said modified 



jTr labeled nucleotides or nucleotide analogs. - 
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-- 721 . (NEW) A process for determining the sequence of a nucleic acid of 
interest, compVising the steps of: 

providing\or generating labeled nucleic acid fragments, each fragment 
comprising a seqWnce complementary to said nucleic acid of interest or to a 
portion inereoT, wnerein eacn ot saia rragments comprises one or more detectable 
modified or labeled nucleotides or nucleotide analogs, which nucleotide analogs can 
be attached to or coupled to or incorporated into DNA or RNA, and wherein said 
one or more modified nucleotides or nucleotide analogs have been modified or 
labeled on at least one of the sugar moiety, the sugar analog, the phosphate 
moiety, the phosphate artalog, the base moiety, or the base analog thereof; 
introducing or subjecting said fragments to a sequencing gel; 
separating or resolving said fragments in said sequencing gel; and 
detecting non-radioactiv^ly each of the separated or resolved fragments; and 
determining the sequence of safd nucleic acid of interest. - 

-- 722. (NEW) The process according to claim 721, wherein the nucleic acid 
sequence of interest is derived from an organism. 

V 

. " 723. (^W) The process according to claim 722, wherein said organism is 
^^"^ Of ^ \ consisting of bacteria, fungi, viruses, yeast, mammals, and 

\ combinatio\of any of the foregoing. -- 

- 724. (NEW) The process according to claim 723, wherein said organism 
comprises a mammal. -- 



"725. (NEW) The process according to claim 724, wherein said mammal 
comprises a human being. - 

-- 726. (NEW) The process according to claim 721, wherein said organism is 
living. -- 



-- 727. (NEW) The process according to claims 722 or 726, wherein said 
organism is selected from the group consisting of prokaryotes and eukaryotes. - 
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- 728. (NEW) The process according to claim 727, wherein said organism 
comprises a eukaryote. -- 

- 729. (NEW) The process according to claim 728, wherein said eukaryotic 
nucleic acid sequence of interest is contained within a chromosome. - 

- 730. (NEW) The process according to claim 728, wherein said eukaryote 
comprises a mammal. - 

" 731 . (NEW) The process according to claim 730, wherein said mammalian 
nucleic acid sequence of interest is contained within a chromosome. - 

732. (NEW) The process according to claim 730, wherein said mammal 
comprises a human being. -- 

-- 733. (NEW) The process according to claim 732, wherein said human nucleic 
acid sequence of interest is contained within a chromosome. - 

"734. (NEW) The process according to claim 733, wherein said human 
chromosomal nucleic acid sequence of interest is part of a human gene library. -- 

" 735. (NEW The process according to claim 721, wherein said providing or 
oVgenerating ste^s carried out by means of one or more primers or nucleoside 
f triphosphates or\nalogs thereof. -- 

" 736. (NEW) The process according to claim 735, wherein said nucleoside 
triphosphates are selected from the group consisting of ribonucleoside 
triphosphates, deoxyribonucieoside triphosphates, dideoxyribonucleoside 
triphosphates, and analogs of any of the foregoing. - 

737. (NEW) The process according to claim 721, wherein said fragments have 
been obtained or generated by a nucleic acid sequencing step or technique. - 
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""738. (NEW) TheVocess according to claim 721, wherein the labeled 
cj> J complementary nucleifc acid is fragmented prior to separation in said sequencing 
gel. \ 

" 739. (NEW) The process according to claim 721, wherein said providing or 
^ generating s\ep, the one or more modified or labeled nucleotides or nucleotide 
5^ - \ analogs haveli^een incorporated into said nucleic acid fragment or fragments 

f) 

- 740. (NEW) ihe process according to claim 739, wherein at least one of said 
modified or labeled nucleotides or nucleotide analogs is at a terminus of said 
fragment or fragmer 

- 741 . (NEW) The process according to claim 740, wherein said terminus 
comprises the 5' or the 3' terminus. -- 



V 



" 742. (NEW) The process according to claim 739, wherein said incorporation has 
been carried out in the presence of a primer. - 

" 743. (NEW) The process according to claim 721, wherein said nucleotide analog 
can be attached terminally to DNA or RNA by means of an enzyme. - 

\ -- 744. (NEW) The process according to claim 743, wherein said enzyme 

\ comprises terminal transferase, - 

" 745. (NEW) The process according to claim 721, wherein said nucleotide analog 
can be coupled to DNA or RNA by a coupling means selected from the group 
consisting of chemical coupling and enzymatic coupling. 

. " 746. (NEW) The Wocess according to claim 745, wherein said chemical 
> ^ Coupling can carried oVt by a chemical coupling means selected from the group 
\) / consisting of carbodiimnde, formaldehyde and formamide. -- 

- 747. (NEW) The process according to claim 745, wherein said enzymatic 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. - 
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"748. (NEW) The proceap^cording to claim 721, wherein said incorporate 
comprises nick translationjjh-\[ 

"749. (NEWK The process according to claim 721 or 748, wherein said 
^^^t)^corporation is^arried out by means of a polymerizing enzyme. - 

" 750. (NEW) The process according to claim 749, wherein said polymerizing 
enzyme comprises a polymerase. - 

"751. (NEW) The process according to claim 750, wherein said polymerase is 
selected from the group consisting of DNA polymerase and RNA polymerase. - 

^ y " 752. (NeI^) The process according to claim 721, wherein said providing or 
i3 \9enerating st6p, the modified or labeled nucleotides or nucleotide analogs comprise 
^ ^ 01 



V 



one or more members selected from the group consisting of: 

(i) a nucleotide or nucleotide analog having the formula 

PM-SM-BASE-Sig 

wherein 

PM is a phosphateXmoiety or phosphate analog, 

SM is a sugar moiefy or sugar analog, 

BASE is a pyrimidine\a purine or a 7-deazapurine base moiety 
or a base analoaof any of the foregoing; and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalently attachied to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to BASE directly or through a linkage group at a position 
other than the C5 position when BASE is a pyrimidine moiety or an analog thereof, 
at a position other than the C8 positfon when BASE is a purine moiety or an analog 
thereof and at a position other than th^ C7 position when BASE is a 7-deazapurine 
moiety or an analog thereof; 
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or nucleotide analog having the formula 

Sig 

I 

PM-SM-BASE 

wherein I 

PM is a phosphpte moiety or phosphate analog, 

SM is a sugar rrroiety or sugar analog, 

BASE is a base riioiety or base analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalentM attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to SM directly or through a linkage group; and 

(iii) a nucleotide cr nucleotide analog, said nucleotide having the formula 

\ Sig-PM-SM-BASE 

wherein \ 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar moiety orlsugar analog, 

BASE is a base moiety oft base analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalently attacheato SM, BASE is covalently attached to SM, and 
Sig is covalently attached to PM dirWiy or through a linkage group. - 
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753. (NEV\^ The process according to claim 721, wherein in said providing or 
generating ste^, the modified or labeled nucleotides or nucleotide analogs have the 
structure: 



(i) 




B-A 



wherein B represents a purine moiety, a 7-deazapurine moiety, a pyrimidine 
moiety, or an analog of any of the foregoing, and B is covalently bonded to the CI '- 
position of the suaar moiety or sugar analog, provided that whenever B is a purine, 
a purine analog, a 7-dearapunne moiety or a 7-deazapurine analog, the sugar 
moiety or sugar analog is attached at the N9 position of the purine moiety, the 
purine analog, the 7-deazaburine moiety or the 7-deazapurine analog thereof, and 
whenever B is a pyrimidineVnoiety or a pyrimidine analog, the sugar moiety or sugar 
analog is attached at the N1\ position of the pyrimidine moiety or the pyrimidine 
analog; 

wherein A comprises at least three carbon atoms and represents at least one 
component of a signalling moiity capable of producing directly or indirectly a 
detectable non-radioactive signal; and 

wherein B and A are covalently attached directly or through a linkage group, 
wherein if B is a purine or a purine analog, A is attached to the 8-position of 
the purine or purine analog, if B is a 7-deazapurine or 7-deazapurine analog, A is 
attached to the 7-position of the deazapurine or deazapurine analog, and if B is a 
pyrimidine or a pyrimidine analog, A i^ attached to the 5-position of the pyrimidine 
or pyrimidine analog; and 
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where\i x comprises a member selected from the group consisting of: 
0 0 0 0 0 0 0 

\| II II II II II II 

H_; H0-; -0-\-0-; HO-P-0-; HO-P-0-P-0-; HO-P-O-P-O-P-0- 

I II III 

0H\ OH OH OH OH OH OH 

wherein y cor\iprises a member selected from the group consisting of: 
0\0 00 000 

II \ II II II II II II 

H_; H0-; -0-P-0-\hO-P-0-; HO-P-0-P-0-; HO-P-O-P-O-P-0- 



OH 



OH 



OH OH 



OH OH OH 



wherein z comprises Vi member selected from tne group consisiing ui H-curj 



HO- 



-- 754. (NEW) The process aqpording to claim 753, wherein y and z 
comprise H. -- 



" 755. (NEW) The process according to claim 721, wherein said phosphate 
moiety or phosphate analog is selected from the group consisting of a 
mono-phosphate, a di-phosphate, a tri-phosphate and a tetra-phosphate. -- 

-- 756. (NEW) The process according to claim 752, wherein any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) comprise a nucleoside mono-, di- or 
tri-phosphate. - 



" 757. (NEW) The process according to claims 721 or 752, wherein said sugar 
moiety or sugar analog comprises a monosaccharide. - 

- 758. (NEW) The process according to claim 757, wherein said monosaccharide 
comprises a furanose. - 
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- 759. (NEW) The process according to claim 758, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. -- 

-- 760. (NEW) The process according to claim 752, wherein said base moiety or 
base analog BASE in any of said nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. 

"761. (NEW) The process according to claim 752, wherein said sugar moiety or 
sugar analog SM comprises a monosaccharide or a furanose, and said base moiety 
or base analog BASE in nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. -- 

-- 762. (NEW) The process according to claim 752, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i) is covalently attached to said BASE at a 
position when BASE is a pyrimidine that is selected from the group consisting of 
the C2 position, the N3 position, the C6 position, and combinations thereof, or is 
covalently attached to BASE at a position when BASE is a purine that is selected 
from the group consisting of the N1 position, the C2 position, the N3 position, the 
C6 position, the N7 position, and combinations thereof. -- 

- 763. (NEW) The process according to claim 752, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i) is covalently attached to said BASE at a 
position selected from the group consisting of the position when said pyrimidine 
comprises cytosine, the N^ position when said purine comprises adenine or 
deazaadenine, the N^ position when said purine comprises guanine or deazaguanine, 
and combinations thereof. -- 
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- 764. (NEW) The process according to claim 758; wherein in said nucleotide (ii), 
PM is attached to said furanose at a position independently selected from the group 
consisting of the 2', 3', and 5' positions, or any combination thereof, and BASE is 
attached to the 1 ' position of said furanose from the N1 position when BASE is a 
pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, and Sig is 
covalently attached to SM directly or through a linkage group and such covaient 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. -- 

-- 765. (NEW) The process according to claim 758, wherein in said nucleotide (iii), 
PM is attached to said furanose at a position independently selected from the group 
consisting of the 2', 3', and 5' positions, or any combination thereof, and BASE is 
attached to the 1' position of said furanose from the N1 position when BASE is a 
pyrimidine or the N9 position when BASE is a purine or 7-dea2apurine, and Sig is 
covalently attached to PM directly or through a linkage group and such covaient 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. -- 

- 766. (NEW) The process according to claim 752, wherein said covaient 
attachment in nucleotide or nucleotide analog (iii) is selected from the group 
consisting of 

OH 

I 

-P-0- 

II 
0 

and 

OH 

- I 
-P- 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 1, 1995 

Page 33 [Amendment Under 37 CF.R, §1.1 15 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 

767. (NEW) The process according to claim 752, wherein PM is a mono-, di or 
tri-phosphate, and wherein said nucleotide or nucleotide analog (iii), the Sig moiety 
is covalently attached to PM through a phosphorus or phosphate oxygen. - 

"768. (NEW) The process according to claim 752, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) does not interfere substantially with 
the characteristic ability of Sig to form a detectable non-radioactive signal. - 

-- 769. (NEW) The process according to claim 752, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises a member selected from 
the group consisting of an olefinic bond at the a-position relative to the point of 
attachment to the nucleotide, a -CHjNH- moiety, or both. - 

-- 770. (NEW) The process according to claim 752, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises an atlylamine group. 

-- 771 . (NEW) The process according to claim 752, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises or includes an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, or any 
of the moieties 

-CH = CHj-NH- , 
-CH = CH-CH2-NH- , 
-CH = CH-CH2-O" CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C-0 , and -0- . -- 

-- 772. (NEW) The process according to claim 752, wherein said covalent 
attachment in any of nucleotides or nucleotide analogs (i), (ii) or (iii) includes a 
glycosidic linkage moiety. - 
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"773. (NEW) The process according to claim 752, wherein in any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) said Sig is covalently attached to 
BASE, SM or PM through a linkage group. - 

— 7/4. (NtW) ine process accorainy lo uidiiii / /o, vvnoiom oaiu imixoyo yt^uf^ 
contains an amine. - 

"775. (NEW) The process according to claim 774, wherein said amine comprises 
a primary amine. - 

- 776. (\eW) The process according to claim 773, wherein said linkage group 
does not siJbstantiaily interfere with formation of the signaling moiety or detection 
*of the detectable signal. - 

///. (Nbw; The process according i.u uidiin 753, wliofciri said CGvalant 
attachment does not interfere substantially with the characteristic ability of A to 
form a detectable non-radioactive signal. -- 

-- 778. (NEW) The process according to claim 753, wherein said covalent. 
attachment comprises a member selected from the group consisting of an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, 
a -CHjNH- moiety, or both. -- 

" 779. (NEW) The process according to claim 753, wherein said covalent 
attachment comprises an allylamine group. - 
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"780. (NEW) The process according to claim 753, wherein said covalent 
attachment comprises or includes an olefinic bond at the a-position relative to the 
point of attachment to the nucleotide, or any of the moieties 

-CH = CH2-NH- , 
-CH = CH-CHj-NH- , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S" , -C-O , and -0- . - 

- 781 . (NEW) The process according to claim 753, wherein said covalent 
attachment includes a glycosidic linkage moiety. 

" 782. (NEW) The process according to claim 753, wherein said A is covalently 
attached to B through a linkage group. -- 

783. (NEW) The process according to claim 782, wherein said linkage group 
contains an amine. - 

" 784. (NEW) The process according to claim 783, wherein said amine comprises 
a primary amine. - 

-- 785. (NEW) The process according to claim 782, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. -- 

" 786. (NEW) The process according to claim 752, wherein Sig comprises at least 
three carbon atoms. - 

" 787. (NEW) The process according to claim 752, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
three carbon atoms and at least one double bond. 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486;069 
Filed: June 1, 1995 

Page 36 [Amendment Under 37 C.F.R. § 1 . 1 1 5 (In Response 

To The November 23, 1999 Office Action) - May 22, 2000] 

788. (NEW) The process according to claim 752, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
four carbon atoms. -- 

- 789. (NEW) The process according to claim 752, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic moiety comprising 
at least five carbon atoms. - 

" 790. (NEW) The process according to claim 789, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent. - 

" 791 . (NEW) The process according to claim 752, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least six carbon atoms. 

" 792. (NEW) The process according to claim 791, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. - 

- 793. (NEW) The process according to claim 752, wherein Sig comprises a 
monosaccharide, polysaccharide or an oligosaccharide. -- 

- 794. (NEW) The process according to claim 752, wherein Sig comprises a 
member selected from the group consisting of biotin, iminobiotin, an electron dense 
component, a rhagnetic component, an enzyme, a hormone component, a metal- 
containing component, a fluorescent component, a chemiluminescent component, 
an antigen, a hapten, an antibody component and a chelating component. - 

"795. (NEW) The process according to claim 794, wherein Sig comprises an 
electron dense component. - 

- 796. (NEW) The process according to claim 795, wherein said electron dense 
component comprises ferritin. 
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797. (NEW) The process according to claim 794, wherein Sig comprises a 
magnetic component, - 

-- 798. (NEW) The proce^s^ycprd]|ig to claim 797, wherein said magnetic 
component comprises magA^ft^^px^le or magnetic iron oxide. - 

-- 799. (NEW) The process accof^li^ to claim 797, wherein said magnetic 
component comprises magnetic i 

" 800. (rJtW) The process according to claim 752, wherein Sig comprises a sugar 
A residue and Vie sugar residue is complexed with or attached to a sugar binding 
/protein or a polysaccharide binding protein. - 



801 . (NEW) The process according to claim 800, wherein the binding protein 
comprises a lectin. -- 

"802. (NEW) The process according to claim 801, wherein the lectin comprises 
concanavalin A. - 

" 803. (NEW) The process according to claim 801, wherein said lectin is 
conjugated to ferritin. - 

" 804. (NEW) The proc^si^cording to claim 794, wherein Sig comprises an 
enzyme. - 

" 805. (NEW) The proce^according to claim 804, wherein said enzyme is 
selected from the group co/i^ifra ^ alkaline phosphatase, acid phosphatase, p- 
galactosidase, ribonucleasfe, gju^:^ ^xidase, peroxidase, and a combination 
thereof. - 



" 806. (NEW) The process according to claim 794, wherein Sig comprises a 
hormone. - 



-- 807. (NEW) The process according to claim 794, wherein Sig comprises a 
metal-containing component. -- 
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-- 808. (NEW) The process according to claim 807, wherein said metal-containing 
component is catalytic. -- 

809. (NEW) The process according to claim 752, wherein said Sig detectable 
non-radioactive moiety comprises an indicator molecule. - 

--810. (NEW) The process according to claim 809, wherein said indicator 
molecule comprises an aromatic compound. -- 

"811. (NEW) The process according to claim 810, wherein said aromatic 
compound is heterocyclic. ~ 

- 81 2. (NEW) The process according to claim 81 1 , wherein said heterocyclic 
aromatic compound is fluorescent, - 

-- 813. (NEW) The process according to claim 812, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. - 

- 814. (NEW) The process according to claim 813, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. -- 

- 815. (NEW) The process according to claim 794, wherein Sig comprises a 
fluorescent component. - 

" 816. (NEW) The process according to claim 815, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. ~ 

" 817. (NEW) The process according to claim 816, wherein said fluorescent 
component comprises fluorescein. - 

" 818. (NEW) The process according to claim 794, wherein Sig comprises a 
chemiluminescent component. ~ 
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"81 9. (NEW) The process according to claim 794, wherein Sig comprises an 
antigenic or hapten component capable of complexing with an antibody specific to 
the component. -- 

820. (NEW) The process according to claim 794, wherein Sig comprises an 
antibody component. - 

- 821 . (NEW) The process according to claim 794, wherein Sig comprises a 
chelating component. - 

-- 822. (NEW) The process according to claim 809, wherein said indicator 
molecule comprises a member selected from the group consisting of a fluorescent 
component, a chemiluminescent component, a chelating component, and a 
comoinaiion of a^y of ino furtfyulny. - 

" 823. (NEW) The process according to claim 753, wherein A comprises an 
aliphatic chemical moiety comprising at least three carbon atoms and at least one 
double bond. - 

" 824. (NEW) The process according to claim 753, wherein A . comprises an 
aliphatic chemical moiety comprising at least four carbon atoms. -- 

" 825. (NEW) The process according to claim 753, wherein A comprises an 
aromatic or cycloaliphatic group comprising at least five carbon atoms. - 

- 826. (NEW) The process according to claim 825, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. -- 

"827. (NEW) The process according to claim 753, wherein A comprises an 
aromatic or cycloaliphatic group comprising at least six carbon atoms. " 

"828. (NEW) The process according to claim 827, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. - 
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-- 829. (NEW) The process according to claim 753, wherein A comprises a 
monosaccharide, polysaccharide or an oligosaccharide. - 

" 830. (NEW)\The process according to claim 753, wherein A comprises a 
^ \ member selectedVrom the group consisting of biotin, iminobiotin, an electron dense 

component, a magloetic component, an enzyme, a hormone component, a metal- 
(t&) /containing componeVt, a fluorescent component, a chemiluminescent component, 

an antigen, a hapten, !^n antibody component and a chelating component. -- 

-- 831 . (NEW) The process according to claim 830, wherein A comprises an 
electron dense component. 

832. (NEW) The procesA(k^ to claim 831, wherein said electron dense 
component comprises ferrifim^ 

-- 833. (NEW) The process according to claim 830, wherein A comprises a 
\ magnetic component. -- 

\ 

-- 834. (NEW) The process according to claim 833, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. -- 

- 835. (NEW) The proc^ According to claim 833, wherein said magnetic 
component comprises ma^rotic beads. -- 

" 836. (NEW) The process according to claim 753, wherein A comprises a sugar 
^^^ \ residue and\he sugar residue is complexed with or attached to a sugar binding 
^ protein or a polysaccharide binding protein. - 

" 837, (NEW) The process according to claim 836, wherein the binding protein 
comprises a lectin. 

" 838. (NEW) The process according to claim 837, wherein the lectin comprises 
concanavalin A. -- 
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" 839. (NEW) The process according to claim 837, wherein said lectin is 
conjugated to ferritin. -- 



" 840. (NEW) The process\ccording to claim 830, wherein A comprises an 
enzyme. -- \ 

841 . (NEW) The process accoroingjbo^laim 840, wherein said enzyme is 
selected from the group consisting\of\|kaline phosphatase, acid phosphatase, p- 
galactosidase, ribonuclease, glucose oxidase, peroxidase, and a combination 
thereof. - \ 

-- 842. (NEW) The process according to claim 830, wherein A comprises a 
hormone. -- 

"843. (NEW) The process according to claim 830, wherein A comprises a metal- 
containing component. - 

-- 844. (NEW) The process according to claim 843, wherein said metal-containing 
component is catalytic. -- 

- 845. (NEW) The process according to claim 753, wherein said A comprises an 
indicator molecule. -- 

-- 846. (NEW) The process according to claim 845, wherein said indicator 
molecule comprises an aromatic compound. - 

" 847. (NEW) The process according to claim 846, wherein said aromatic 
compound is heterocyclic. - 

- 848. (NEW) The process according to claim 847, wherein said heterocyclic 
aromatic compound is fluorescent. -- 

- 849. (NEW) The process according to claim 848, wherein said fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. - 
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- 850. (NEW) The process according to claims 848 or 849, wherein said 
fluorescent heterocyclic aromatic compound comprises fluorescein. 

851 . (NEW) The process according to claim 830, wherein A comprises a 
fluorescent component. - 

- 852, (NEW) The process according to claim 851, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. - 

- 853. (NEW) The process according to claim 852, wherein said fluorescent 
component comprises fluorescein. -- 

-- 854. (NEW) The process according to claim 830, wherein A comprises a 
chemiluminescent component. - 

" 855. (NEW) The process according to claim 830, wherein A comprises an 
antigenic or hapten component capable of complexing with an antibody specific to 
the component. 

"856. (NEW) The process according to claim 830, wherein A comprises an 
antibody component. - 

" 857. (NEW) The process according to claim 830, wherein A comprises a 
chelating component. -- 

" 858. (NEWjyhe process according to claim 845, wherein said indicator 
molecule comprises a member selected from the group consisting of a fluorescent 
A^omponent, a chemiluminescent component, a chelating component, and a 
combination of any Vf the foregoing. -- 
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J 



- 859. (NEW)\The process according to claim 721, wherein said labeled nucleic 
acid fragments are detectable by a non-radioactive means selected from the group 
consisting of a fluorescent measurement, a chemiluminescent measurement, and a 

combination thereof. 

\ 

860. (NEW) The process according to claim 721, wherein said separating or 
resolving step is carried out electrophoretically. -- 

- 861 . (NEW) The process according to claims 721 ; 752 or 753, wherein said 
detecting step is carried out directly. - 

-- 862. (NEW) The process according to claim 861 , wherein said direct detection 
is carried out using one or more indicator molecules. - 

\ 

-- 863. (N'EW) The process according to claim at)^, wnerein said one or more 
cUv ^\ndicator molecules comprise fluoresceinated nucleotides or nucleotide analogs. 

- 864. (NEW) the process according to claim 863, wherein said fluoresceinated 
V nucleotides or nuclW)tide analogs comprise fluoresceinated DNA. -- 

" 865. (NEW) The process according to claim 861, wherein said detecting step is 
carried out by means of a directly detectable signal provided by said one or more 
modified or labeled nucleotides or nucleotide analogs, said A or said Sig detectable 
non-radioactive moiety. - 

"866. (NEW)\The process according to claim 865, wherein in said detecting step 
^ \ the directly detectable signal comprises a member selected from the group 
consisting of a cVelating compound, a fluorogenic compound, a phosphorescent 
compound, a chroViogenic compound, a chemiluminescent compound and an 
electron dense comnound. -- 



- 867. (NEW) The process accor«fi?lg/t?) claim 865, wherein in said detecting step 
the directly detectable signal provigjljjgfetg detectable non-radioactive moiety 
compnses an enzyme. -- ' ^ 
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\ " 868. (NEvA The process according to claims 721, 752 or 753, wherein said 
^^^<^Vletecting step Ite carried out by means of a indirectly detectable signal provided by 
^ /said one or morAmodified or labeled nucleotides or nucleotide analogs, said A or 
said Sig detectabtft non-radioactive moiety. - 

- 869. (NEW) The process according to claim 868, wherein in said detecting step 
the indirectly detectable signal is selected from the group consisting of an antibody, 
an antigen, a hapten, a receptor, a ligand and an enzyme. - 

-- 870. (NEW) The proces^accprding to claim 868, wherein In said detecting step 
the indirectly detectable signdfUis provided by a polynucleotide sequence capable of 
recognizing a signal-containing n^oiety. -- 

-- 871 . (NEW) T^ process according to claim 721 , wherein said one or more 
modified or labeledViucIeotides or nucieotioe analogs are uapaulo u' uoing detected 
S^^\by a member select^ from the group consisting of an enzymatic measurement, a 
\)^/ fluorescent measurerr^nt, a phosphorescent measurement, a chemiluminescent 
measurement, a calorirf^etric measurement, a microscopic measurement and an 
electron density measure^ment. - 



A ■ 

comprises localizin^said labeled nucleic acid fragments by means of said one or 
^ /more modified or labdJed nucleotides or nucleotide analogs. 



-872. (NEW) Th\ process according to claim 721 , wherein said detecting step 
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- 873. (NEW) A process for determining the sequence of a nucleic acid of 
interest, comVising the steps of: 

providing or generating labeled nucleic acid fragments, each fragment 
comprising a sequence complementary to said nucleic acid of interest or to a 
portion thereof, wherein each of said fragments comprises one or more detectable 
modified or labelelj nucleotides or nucleotide analogs, which nucleotide analogs can 
be attached to or coupled to or incorporated into DNA or RNA, and wherein said 
one or more modifieJrf or labeled nucleotides or nucleotide analogs have been 
modified or labeled of\at least one of the sugar moiety, the sugar analog, the 
phosphate moiety, the Phosphate analog, the base moiety or the base analog 
thereof; \ 

detecting non-radioactively the labeled nucleic acid fragments with a 
sequencing gel; and \ 

determining the sequence of said nucleic acid of interest. - 

-- 874. (NEW) The process according to claim 873, wherein the nucleic acid 
sequence of interest is derived from an organism. - 

- 875. (NEW) The process according to claim 874, wherein said organism is 
selected from the group consisting of bacteria, fungi, viruses, yeast, mammals, and 
a combination of any of the foregoing. - 



■- 876. (NEW) The process according to claim 875, wherein said organism 



- 877. (NEW) The process according to claim 876, wherein said mammal 
comprises a human being. -- 

" 878. (NEW) The process according to claim 874, wherein said organism is 
living. -- 

-- 879. (NEW) The process according to claims 874 or 878, wherein said 
organism is selected from the group consisting of prokaryotes and eukaryotes. 
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880, (NEW) The process according to claim 879, wherein said organism 
comprises a eukaryote. - 

881 . (NEW) The process according to claim 880, wherein said eukaryotic 
nucleic acid sequence of interest is contained within a chromosome, -- 

" 882. (NEW) The process according to claim 880, wherein said eukaryote 
comprises a mammal. - 

" 883. (NEW) The process according to claim 882, wherein said mammalian 
nucleic acid sequence of interest is contained within a chromosome. -- 

884. (NEW) The process according to claim 882, wherein said mammal 
comprises a human being. - 

- 885. (NEW) The process according to claim 884, wherein said human nucleic 
acid sequence of interest is contained within a chromosome, - 

- 886. (NEW) The process according to claim 885, wherein said human 
chromosomal nucleic acid sequence of interest is part of a human gene library. - 

* "887. (PJEW) The process according to claim 873, wherein said providing or 
^^)generating\tep is carried out by means of one or more primers or nucleoside 
triphosphates^or analogs thereof. -- 

-- 888. (NEW) The process according to claim 887, wherein said nucleoside 
triphosphates are selected from the group consisting of ribonucleoside 
triphosphates, deoxyribonucleoside triphosphates, dideoxyribonucleoside 
triphosphates, and analogs of any of the foregoing. -- 

-- 889. (NEW) The process according to claim 873, wherein said fragments have 
been obtained or generated by a nucleic acid sequencing step or technique. - 
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-- 890. (NBW) The process according to claim 873, wherein the labeled 
S^^\ complement\y nucleic acid is fragmented and separated prior to detecting in said 



sequencing gel\-- 



"891. (NEW) The process according to claim 873, wherein in said providing or 
generatin^tep, the one or more modified or labeled nucleotides or nucleotide 
vanalogs havte been incorporated into said nucleic acid fragment or fragments. - 



■ 892. (NEW\ The process according to claim 891, wherein at least one of said 
modified or lab^ed nucleotides or nucleotide analogs is at a terminus of said 
fragment or fragments. - 

" 893. (NEW) The process according to claim 892, wherein said terminus 
comprises the 5' or the 3' terminus. - 

- 894. (NEW) The process according to claim 891, wherein said incorporation has 
been carried out in the presence of a primer. -- 

" 895. (NEW) The process according to claim 873, wherein said nucleotide analog 
can be attached terminally to DNA or RNA by means of an enzyme. - 

-- 896. (NEW) The process according to claim 895, wherein said enzyme comprises 
terminal transferase. -- 

- 897. (NEW) The process according to claim 873, wherein said nucleotide analog 
can be coupled to DNA or RNA by a coupling means selected from the group 
consisting of chemical coupling and enzymatic coupling, - 

- 898. (NEW) The proce'tes according to claim 897, wherein said chemical 
Scoupling can carried out by^a chemical coupling means selected from the group 

consisting of carbodiimide, formaldehyde and formamide. - 

" 899. (NEW) The process according to claim 898, wherein said enzymatic 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. - 
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-- 900. (NEW) The procek^a(^cording to claim 873, wherein said incorporation 
comprises nick translation^p^uj 

901 . (NEwV The process according to claim 873 or 900, wherein said 
^ '] incorporation is\arried out by means of a polymerizing enzyme. - 



"902. (NEW) The process according to claim 901, wherein said polymerizing 
enzyme comprises a polymerase. - 

903. (NEW) The process according to claim 902, wherein said polymerizing 
enzyme is selected from the group consisting of DNA polymerase and RNA 
polymerase. - 

- 904. fNEW) The process according to claim 873, wherein in said providing or 
^ \ generatin^step, the modified or labeled nucleotides or nucleotide analogs comprise 
^^^\one or mor\ members selected from the group consisting of: 
^ (i) V nucleotide or nucleotide analog having the formula 

PM-SM-BASE-Sig 

wherein 

PM is a photphate moiety or phosphate analog, 
SM is a suga\ moiety or sugar analog, 
BASE is a pyrftnidine, a purine or a 7-deazapurine base moiety 

or a bas^analog of any of the foregoing; and 
Sig Is a detectable non-radioactive moiety, 
wherein PM is covalentlv^ attached to SM, BASE is covalentiy attached to SM, and 
Sig is covalentiy attacheiAto BASE directly or through a linkage group at a position 
other than the C5 position when BASE is a pyrimidine moiety or an analog thereof, 
at a position other than the it8 position when BASE is a purine moiety or an analog 
thereof and at a position othe\than the C7 position when BASE is a 7-deazapurine 
moiety or an analog thereof; 
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(ii) ^nucleotide or nucleotide analog having the formula 

Sig 

I 

PM-SM-BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 

SM Is a sugar moiety or sugar analog, 

BASE is a base moiety or base analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalentlV attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to SM directly or through a linkage group; and 

(iii) a nucleotide qr nucleotide analog, said nucleotide having the Tormuia 
Sig-PM-SM-BASE 

wherein 

PM is a phosphate moiet\\or phosphate analog, 

SM is a sugar moiety or sugar analog, 

BASE is a base moiety or baW analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalently attached to\SM, BASE is covalently attached to SM, and 
Sig is covalently attached to PM directly or through a linkage group. -- 



- 905. (NEW) The process according taclaim 873, wherein in said providing or 
generating step, the modified or labeled nupleotides or nucleotide analogs have the 
structure: 



(i) 



X CH 



B-A 
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whereirt B represents a purine moiety, a 7-deazapurine moiety, a pyrimidine 
moiety or an analog of any of the foregoing, and B is covalently bonded to the 01 
position of the sugar moiety or sugar analog, provided that whenever B is a purine, 
a nurine analog, p 7-dea2apurine moiety or a 7-deazapurine analog, the sugar 
moiety or sugar ^alog is attached at the N9 position of the purine moiety, the 
purine analog, thffl7-dea2apurine moiety or the 7-deazapurine analog thereof, and 
whenever B is a pyrimidine moiety or a pyrimidine analog, the sugar moiety or sugar 
analog is attached at the N1 position of the pyrimidine moiety or the pyrimidine 
analog; 

wherein A comprises at least three carbon atoms and represents at least one 
component of a sigr ailing moiety capable of producing directly or indirectly a 
detectable non-radiopctive signal; and 

wherein B anal A are covalently attached directly or through a linkage group, 
wherein if B ise purine or a purine analog, A is attached to the 8-position of 
the purine or purine analog, if B is a 7-deazapurine or 7-dea2apurine analog, A is 
attached to the 7-posiion of the deazapurine or deazapurine analog, and if B is a 
pyrimidine or a pyrimidi\ie analog, A is attached to the 5-position of the pyrimidine 
or pyrimidine analog; an 

wherein x comprises a member selected from the group consisting of: 
0 \o 0 0 0 0 0 

II \ll II II II II II 

H-; H0-; -0-P-0-; HO-P-0-; HO-P-0-P-0-; HO-P-O-P-O-P-0- 



OH 



OH 



HO- 




OH OH 



OH OH OH 



wherein y comprises a mernber selected from the groUp consisting of: 
0 o\oO 000 

II II \ II II II II II 

H_; H0~; -0-P-0-; HO-P-0-; HQ-P-0-P-0-; HO-P-O-P-O-P-0- 



OH 



OH OH OH 



wherein z comprises a member selected from the group consisting of H- and 
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-- 906. (NEyV) The process according to claim 905, wherein y and z 
comprise H. 

-- 907. (NEW) The process according to claim 873, wherein said phosphate 
moiety or phosphate analog is selected from the group consisting of a 
mono-phosphate, a di-phosphate, a tri-phosphate and a tetra-phosphate. - 

908. (NEW) The process according to claim 904, wherein any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) comprise a nucleoside mono-, di- or 
tri-phosphate. - 

A- 909. (nW) The process according to claims 873 or 904, wherein said sugar 
moiety or sugar analog comprises a monosaccharide. - 

" 910. (NEW) The process according to claim 909, wherein saia monosacchdiide 
comprises a furanose. -- 



"911. (NEW) The process according to claim 910, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. - 



" 912. (NEW) The process according to claim 904, wherein said base moiety or 
base analog BASE in any of said nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. - 



- 913. (NEW) The process according to claim 904, wherein said sugar moiety or 
sugar analog SM comprises a monosaccharide or a furanose, and said base moiety 
or base analog BASE in nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. - 



Enz-5(D8I(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 7, 1995 

Page 52 [Amendment Under 37 C.F.R. §1.115 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 

" 914. (NEW) The process according to claim 904, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i) is covalently attached to said BASE at a 
position when BASE is a pyrimidine that is selected from the group consisting of 
the C2 position, the N3 position, the C6 position, and combinations thereof, or is 
covalently attached to BASE at a position when BASb is a purine max is seiecitju 
from the group consisting of the N1 position, the C2 position, the N3 position, the 
C6 position, the N7 position, and combinations thereof. - 

-- 915. (NEW) The process according to claim 904, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i) is covalently attached to said BASE at a 
position selected from the group consisting of the N* position when said pyrimidine 
comprises cytosine, the N^ position when said purine comprises adenine or 
deazaadenine, the N® position when said purine comprises guanine or deazaguanine, 
and combinations thereof. - 

"916. (NEW) The process according to claim 910, wherein In said nucleotide (ii), 
PM is attached to said furanose at a position independently selected from the group 
consisting of the 2', 3', and 5' positions, or any combination thereof, and BASE is 
attached to the 1' position of said furanose from the N1 position when BASE is a 
pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, and Sig is 
covalently attached to SM directly or through a linkage group and such covalent 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. - 

" 917. (NEW) The process according to claim 910, wherein in said nucleotide (iii), 
PM is attached to said furanose at a position independently selected from the group 
consisting of the 2', 3', and 5' positions, or any combination thereof, and BASE is 
attached to the 1 ' position of said furanose from the N1 position when BASE is a 
pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, and Sig is 
covalently attached to PM directly or through a linkage group and such covalent 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. - 
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-- 918. (NEW) The process according to claim 904, wherein said covalent 
attachment in nucleotide or nucleotide analog (iii) is selected from the group 
consisting of 



and 



OH 



-P-0- 



OH 



919. (NEW) The process according to claim 904, wherein PM is a mono-, di- or 
tri-phosphate, and wherein in said nucleotide or nucleotide analog (iii), the Sig, 
moiety is covalently attached to PM through a phosphorus or phosphate oxygen. - 

" 920. (NEW) The process according to claim 904, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) does not interfere substantially with 
the characteristic ability of Sig to form a detectable non-radioactive signal. 

-- 921 . (NEW) The process according to claim 904, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises a member selected from 
the group consisting of an olefinic bond at the a-position relative to the point of 
attachment to the nucleotide, a -CH2NH- moiety, or both. - 

- 922. (NEW) The process according to claim 904, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises an allylamine group. - 
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-- 923. (NEW) The process according to claim 904, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (ill) comprises or includes an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, or any 
of the moieties 

-CH = CH2-NH- , 
-CH - CH-CH2-NH- , 
-CH = CH-CH2~0- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C-O , and -0- . 

-- 924. (NEW) The process according to claim 904, wherein said covalent 
attachment in any of nucleotides or nucleotide analogs (i), (ii) or (iii) includes a 
glycosidic linkage moiety. - 

" 925. (NEW) The process according to claim 904, wherein in any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) said Sig is covalently attached to 
BASE, SM or PM through a linkage group. -- 

- 926. (NEW) The process according to claim 925, wherein said linkage group 
contains an amine. -- 

"927. (NEW) The process according to claim 926, wherein said amine comprises 
a primary amine. - 

" 928. (N5W) The process according to claim 925, wherein said linkage group 
^oes not subyantially interfere with formation of the signaling moiety or detection 
/Of the detectable signal. - 

- 929. (NEW) The process according to claim 905, wherein said covalent 
attachment does not interfere substantially with the characteristic ability of A to 
form a detectable non-radioactive signal. — 
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-• 930. (NEW) The process according to claim 905, wherein said covalent 
attachment comprises a member selected from the group consisting of an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, 
a -CHjNH- moiety, or both. - 

- 931 . (NEW) The process according to claim 905, wherein said covalent 
attachment comprises an allylamine group. 

-- 932. (NEW) The process according to claim 905, wherein said covalent 
attachment comprises or includes an olefinic bond at the a-position relative to the 
point of attachment to the nucleotide, or any of the moieties 

-CH = CHj-NH- , 
-CH = CH-CH2-NH- , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C~0 , and -0- . - 

" 933. (NEW) The process according to claim 905, wherein said covalent 
attachment includes a glycosidic linkage moiety. - 

- 934. (NEW) The process according to claim 905, wherein said A is covalently 
attached to B through a linkage group. 

-- 935. (NEW) The process according to claim 934, wherein said linkage group 
contains an amine. - 

- 936. (NEW) The process according to claim 935, wherein said amine comprises 
a primary amine. -- 
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- 937. (NEW) The process according to claim 934, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. -- 

-- 938. (NEW) The process according to claim 904, wherein Sig comprises at least 
three carbon atoms. - 

-- 939. (NEW) The process according to claim 904, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
three carbon atoms and at least one double bond. - 

-- 940. (NEW) The process according to claim 904, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
four carbon atoms. - 

" 941 . (NEW) The process according to claim 904, wherein said Sig detectable 
non^radioactive moiety comprises an aromatic or cycloaliphatic moiety comprising 
at least five carbon atoms. -- 

" 942. (NEW) The process according to claim 941, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent. - 

- 943. (NEW) The process according to claim 904, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least six carbon atoms. ~ 

" 944. (NEW) The process according to claim 943, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. -• 

- 945. (NEW) The process according to claim 904, wherein Sig comprises a 
monosaccharide, polysaccharide or an oligosaccharide. - 
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-- 946. (NEW) Thaprocess according to claim 904, wherein Sig comprises a 
\ member selected fron^the group consisting of biotin, iminobiotin, an electron dense 
^ Component, a magnetic\component, an enzyme, a hormone component, a metal- 
/ containing component, a fluorescent component, a chemiluminescent component, 
an antigen, a hapten, an an\jbody component and a chelating component. - 

- 947, (NEW) The process according to claim 946, wherein Sig comprises an 
electron dense component. -- 

- 948. (NEW) The process according to claim 947, wherein said electron dense 
component compnses-4€|fntir 

" 949. (NEW) The process according to claim 946, wherein Sig comprises a 
magnetic component. - 

- 950. (NEW) The process according to claim 949, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 

-- 951 . (NEW) The proc|(es^raccording to claim 949, wherein said magnetic . 
component comprises nnM«^^beads. - 

- 952, (nW) The process according to claim 904, wherein Sig comprises a sugar 
1^ 3^^,\esidue andthe sugar residue is complexed with or attached to a sugar binding 

protein or a polysaccharide binding protein. -- 

/ 

- 953, (NEW) The process according to claim 952, wherein the binding protein 
comprises a lectin. - 

-- 954. (NEW) The process according to claim 953, wherein the lectin comprises 
concanavalin A. - 



- 955. (NEW) The process according to claim 953, wherein said lectin is 
conjugated to ferritin. - 
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-- 956. (NEW) The process aif cording. to claim 946, wherein Sig comprises an 
enzyme. -- 

"957. (NEW) The process accordh^g |o^clai^^ 

selected from the group consisting ofN^aline phosphatase, acid phosphatase, (5- 
gaiactosidase, ribonuclease, glucose oxio^se, peroxidase, and a qombination 
thereof. 



" 958. (NEW) The process according to claim 946, wherein Sig comprises a 
hormone. - 



" 959. (NEW) The process according to claim 946, wherein Sig comprises a 
metal-containing component. ~ 

" 960. (NEW) The process according to claim 959, wherein said metal-containing 
component is catalytic. - 



" 961 . (NEW) The process according to claim 904, wherein said Sig detectable 
non-radioactive moiety comprises an indicator molecule. " 



" 962. (NEW) The process according to claim 961, wherein said indicator 
molecule comprises an aromatic compound. " 



" 963. (NEW) The process according to claim 962, wherein said aromatic 
compound is heterocyclic. - 



" 964. (NEW) The process according to claim 963, wherein said heterocyclic 
aromatic compound is fluorescent. " 



965. (NEW) The process according to claim 904, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. - 

" 966. (NEW) The process according to claim 965, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. - 
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" 967. (NEW) The process according to claim 946, wherein Sig comprises a 
fluorescent component. - 

-- 968. (NEW) The process according to claim 967, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. -- 

-- 969. (NEW) The process according to claim 968, wherein said fluorescent 
component comprises fluorescein. 



-- 970. (NEW) The process according to claim 946, wherein Sig comprises a 
chemiluminescent component. -- 



971 . (NEW) The process according to claim 946, wherein Sig comprises an 
antigenic or hapten component capable of complexing with an antibody specific to 
the component. - 



" 972. (NEW) The process according to claim 946, wherein Sig comprises an 
antibody component. - 

-- 973. (NEW) The process according to claim 946, wherein Sig comprises a 
chelating component. -- 

V -- 974, (NEVvO The process according to claim 961, wherein said indicator 
olecule comprises a member selected from the group consisting of a fluorescent 
[^) /Component, a cnfemiluminescent component, a chelating component, and a 
combination of an\of the foregoing. 

-- 975. (NEW) The process according to claim 905, wherein A comprises an 
aliphatic chemical moiety comprising at least three carbon atoms and at least one 
double bond. -- 



" 976. (NEW) The process according to claim 905, wherein A comprises an 
aliphatic chemical moiety comprising at least four carbon atoms. 
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-- 977. (NEW) The process according to claim 905, wherein A comprises an 
aromatic or cycioaliphatic group comprising at least five carbon atoms. - 

- 978. (NEW) *nfie process according to claim 977, wherein said aromatic or 



tycloaliphatic groilp is fluorescent or chemiluminescent. 



- 979. (NEW) The process according to claim 905, wherein A comprises an 
aromatic or cycioaliphatic group comprising at least six carbon atoms. -- 

- 980, (NEW) The process according to claim 979, wherein said aromatic or 
cycioaliphatic group is fluorescent or chemiluminescent. - 

- 981 . (NEW) The process according to claim 905, wherein A comprises a 
monosaccharide, polysaccharide or an oligosaccharide. -- 

-- 982. \(NEW) The process according to claim 905, wherein A comprises a 
^^^^^Viember selected from the group consisting of biotin, iminobiotin, an electron dense 



omponenti a magnetic component, an enzyme, a hormone component, a metal- 
containing ccjmponent, a fluorescent component, a chemiluminescent component, 
an antigen, a Piapten, an antibody component and a chelating component. - 



-- 983. (NEW) The process according to claim 982, wherein A comprises an 
electron dense component. -- 

-- 984. (NEW) The procoS^ according to claim 983, wherein said electron dense 
component comprises ferftrh^ Aj^ 

- 985. (NEW) The process according to claim 982, wherein A comprises a 
\W magnetic component. 

- 986. (NEW) The process according to claim 985, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. -- 
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" 987. (NEW) The process accoraing /to claim 985, wherein said magnetic 
component comprises magnetic \^^^7)^ 

\^ -- 988. (NEw\^ The process according to claim 905, wherein A comprises a sugar 
^/^Vesidue and the^Bugar residue is complexed with or attached to a sugar binding 
protein or a polysaccharide binding protein. - 



- 989. (NEW) The process according to claim 988, wherein the binding protein 
comprises a lectin. - 



990. (NEW) The process according to claim 989, wherein the lectin comprises 
concanavalin A. -- 



-- 991 . (NEW) The process according to claim 989, wherein said lectin is 
conjugated to ferritin. -- 

-- 992. (NEW) The process acXording to claim 982, wherein A comprises an 
enzyme, \ 

- 993. (NEW) The process accoriinVtg^ 992, wherein said enzyme is 
selected from the group consisting^Tarkajine phosphatase, acid phosphatase, 
p-galactosidase, ribonuclease, glucose oxidase, peroxidase, and a combination 
thereof. -- 



-- 994. (NEW) The process according to claim 982, wherein A comprises a 
hormone. -- 



-- 995. (NEW) The process according to claim 982, wherein A comprises a metal- 
containing component. -- 

-- 996. (NEW) The process according to claim 995, wherein said metal-containing 
component is catalytic. 

997. (NEW) The process according to claim 905, wherein said A comprises an 
indicator molecule. -- 
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998. (NEW) The process according to claim 997, wherein said indicator 
molecule comprises an aromatic compound. -- 

999. (NEW) The process according to claim 998, wherein said aromatic 
compound is heterocyclic. - 

-- 1000. (NEW) The process according to claim 999, wherein said heterocyclic 
aromatic compound is fluorescent. - 

1001, (NEW) The process according to claim 1000, wherein said fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. - 

-- 1002. (NEW) The process according to claims 1000 or 1001, wherein said 
fluorescent heterocyclic aromatic compound comprises fluorescein. 

" 1003. (NEW) The process according to claim 982, wherein A comprises a 
fluorescent component. -- 

-- 1004. (NEW) The process according to claim 1003, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. -- 

-- 1005. (NEW) The process according to claim 1004, wherein said fluorescent 
component comprises fluorescein. -- 

"1006. (NEW) The process according to claim 982, wherein A comprises a 
chemiluminescent component. 

" 1007. (NEW) The process according to claim 982, wherein A comprises an 
antigenic or hapten component capable of completing with an antibody specific to 
the component. " 
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-- 1008. (NEW) The process according to claim 982, wherein A comprises an 
antibody component. - 

" 1009, (NEW) The process according to claim 982, wherein A comprises a 
chelating component. - 

- 1010. (NEWl The process according to claim 1009, wherein said indicator 
QJL^Vi^'®^*^'® compris^ a member selected from the group consisting of a fluorescent 
y^omponent, a chermjminescent component, a chelating component, and a 
combination of any o\the foregoing. 




-- 101 1. (NEV\A The process according to claim 873, wherein said labeled nucleic 
acid fragments arte detectable by a non-radioactive means selected from the group 
consisting of a fluorescent measurement, a chemiluminescent measurement, and a 
combination thereof. 

- 1012, (NEW) The prodess according to claim 873, wherein said detecting step, 
the labeled nucleic acid fragments are separated or resolved electrophoretically. - 

1013. (NEW) The process according to claims 873, 904 or 905, wherein said 
detecting step is carried out directly. 



t 

3^ 



--1014. (NEW) The process according to claim 1013, wherein said direct 
detection is carried out using one or more indicator molecules. - 

- 1015. (NEW) The process according to claim 1014, wherein said one or more 
N^ndicator molecbiles comprise fluoresceinated nucleotides or nucleotide analogs. -- 

' / 

"1016. (NEW) TKe process according to claim 1015, wherein said 
fluoresceinated nucleVtides or nucleotide analogs comprise fluoresceinated DNA. 



-- 1017. (NEW) The process according to claim 1016, wherein said detecting step 
^Vj^^ \ is carried outlay means of a directly detectable signal provided by said one or more 
>^^^odified or labeled nucleotides or nucleotide analogs, said A or said Sig detectable 



non-radioactive moiety. - 
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-- 1018. (New) The process according to claim 1013, wherein said detecting step 
the directly aetectable signal comprises a member selected from the group 
consisting of chelating compound, a fluorogenic compound, a phosphorescent 
compound, a cn^omogenic compound, a chemiluminescent compound and an 
electron dense co^npound. -- 

- 1019. (NEW) The process acWdfig to claim 1013, wherein said detecting step 
the directly detectable signal pro\^^i^^ detectable non-radioactive moiety 
comprises an enzyme. - ^ \ ^ 

"1020. (NEW) Vhe process according to claims 873, 904 or 905, wherein said 
\ detecting step is oarried out by means of an indirectly detectable signal provided by 
^aid one or more mbdified or labeled nucleotides or nucleotide analogs, said A or 
said Sig detectable l^on-radioactive moiety. - 

"1021. (NEW) The process according to claim 1020, wherein said detecting step 
the indirectly detectable signal is selected from the group consisting of an antibody, 
an antigen, a hapten, a receptor, a ligand and an enzyme. -- 

" 1022. (NEW) The processWconjing to claim 1020, wherein said detecting step 
the indirectly detectable sign^Wffprovided by a polynucleotide sequence capable of 
recognizing a signal-containingNifn^Diety. -- 

. " 1023. (NEW) The process according to claim 873, wherein said one or more 
A modified or labeledViucleotides or nucleotide analogs are capable of being detected 
y^by a member selected from the group consisting of an enzymatic measurement, a 
fluorescent measurement, a phosphorescent measurement, a chemiluminescent 
measurement, a calorimVtric measurement, a microscopic measurement and an 
electron density measurement. - 

" 1024. (NEW) The p^Dcess according to claim 873, wherein said detecting step 
I comprises localizing said labeled nucleic acid fragments by means of said one or 
/ more modified or labeled nucleotides or nucleotide analogs. -- 
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-- 1025. (NEW) A process for determining the sequence of a nucleic acid of 
interest, comprising\the step of detecting non-radioactively with a sequencing gel 
one or more labeled nucleic acid fragments comprising a sequence complementary 
to said nucleic acid of iWerest or to a portion thereof, wherein each of said 
fragments comprises one\pr more detectable modified or labeled nucleotides or 
nucleotide analogs, which nucleotide analogs can be attached to or coupled to or 
incorporated into DNA or RNA, and wherein said one or more modified or labeled 
nucleotides or nucleotide analogis have been modified on at least one of the sugar 
moiety, the sugar analog, the ph6sphate moiety, the base moiety or the base 
analog thereof. - \ 

" 1026. (NEW) The process according to claim 1025, wherein the nucleic acid 
sequence of interest is derived from an organism. -- 



- 1027. (NEW) the process according to claim 1026, wherein said organism is 



/a combination of any^f the foregoing. -- 

-- 1028. (NEW) The process according to claim 1027, wherein said organism 
comprises a mammal. - 

- 1029. (NEW) The process according to claim 1028, wherein said mammal 
comprises a human being. ■- 

" 1030. (NEW) The process according to claim 1026, wherein said organism is 
living. - 

"1031. (NEW) The process according to claims 1026 or 1030, wherein said 
organism is selected from the group consisting of prokaryotes and eukaryotes. - 



1032. (NEW) The process according to claim 1031, wherein said organism 
comprises a eukaryote. -- 

1033. (NEW) The process according to claim 1032, wherein said eukaryotic 
nucleic acid sequence of Interest is contained within a chromosome. - 




viruses, yeast, mammals, and 
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"1034. (NEW) The process according to claim 1032, wherein said eukaryote 
comprises a mammal. -- 

"1035. (NEW) The process according to claim 1034, wherein said mammalian 
nucleic acid sequence of interest is contained within a chromosome. - 

" 1036. (NEW) The process according to claim 1034, wherein said mammal 
comprises a human being. - 



" 1037. (NEW) The process according to claim 1036, wherein said human nucleic 
acid sequence of interest is contained within a chromosome. - 



" 1038. (NEW) The process according to claim 1037, wherein said human 
chromosomal nucleic acid sequence of interest is part of a human gene library. - 

- 1039. (N^) The process according to claim 1025, wherein said providing or 
\ generating stepi is carried out by means of one or more primers or nucleoside 
I ifiphosphates or>analogs thereof. -- 

" 1040. (NEW) The process according to claim 1039, wherein said nucleoside 
triphosphates are selected from the group consisting of ribonucleoside 
triphosphates, deoxyribonucleoside triphosphates, dideoxyribonucleoside 
triphosphates, and analogs of any of the foregoing. -- 

" 1041 . (NEW) The process according to claim 1025, wherein said fragments 
have been obtained or generated by a nucleic acid sequencing step or technique. - 

\ " 1042. (NEW)\The process according to claim 1025, wherein the labeled 
Complementary ni\^eic acid is fragmented prior to separation in said sequencing 
gel. " 



" 1043. (NEW) The process according to claim 1025, wherein said providing or 
\ generating step, the one or more modified or labeled nucleotides or nucleotide 



analogs have been incorporated into said nucleic acid fragment or fragments, - 
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1044. (NEW) The process according to claim 1043, wherein at least one of said 
modified or labeled nucleotides or nucleotide analogs is at a terminus of said 
fragment or fragments. - 

- 1045. (NEW) The process according to claim 1044, wherein said terminus 
comprises the 5' or the 3' terminus. -- 

- 1046. (NEW) The process according to claim 1043, wherein said incorporation 
has been carried out in the presence of a primer. -- 

" 1047. (NEW) The process according to claim 1025, wherein said nucleotide 
analog can be attached terminally to DNA or RNA by means of an enzyme. - 

- 1048. (NEW) The process according to claim 1047, wherein said enzyme 
comprises terminal transferase. -- 

1049. (NEW) The process according to claim 1025, wherein said nucleotide 
analog can be coupled to DNA or RNA by a coupling means selected from the group 
consisting of chemical coupling and enzymatic coupling. - 

1050. (NEW) The pitcess according to claim 1049, wherein said chemical 
Scoupling can be carried oVit by a chemical coupling means selected from the group 

consisting of carbodiimide^ formaldehyde and formamide. 

- 1051. (NEW) The process according to claim 1049, wherein said enzymatic 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. - 

-- 1052. (NEW) The piracesB according to claim 1025, wherein said incorporation 



comprises nick translati 



" 1053. (NEW) The process according to claim 1025 or 1052, wherein said 
incorporation is carried out by means of a polymerizing enzyme. 
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-- 1054. (NEW) The process according to claim 1053, wherein said polymerizing 
enzyme comprises a polymerase. 

-- 1055. (NEW) The process according to claim 1054, wherein said polymerase is 
selected from the group consisting of DNA polymerase and RNA polymerase. - 

- 1056.\(NEW) The process according to claim 1025, wherein said providing or 
generating\step, the modified or labeled nucleotides or nucleotide analogs comprise 
one or morAmembers selected from the group consisting of: 

(i) a nucleotide or nucleotide analog having the formula 

\ PM-SM-BASE-Sig 

wherein \ 

PiVi is a phosphaxe moieiy or phospnate analog, 

SM is a suga- moiety or sugar analog, 

BASE is a pyrfmidine, a purine or a 7-deazapurine base moiety 
or a bas|p analog of any of the foregoing; and 

Sig is a detect^le non-radioactive moiety, 
wherein PM is covalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attachted to BASE directly or through a linkage group at a position 
other than the C5 position when BASE is a pyrimidine moiety or an analog thereof, 
at a position other than twe C8 position when BASE is a purine moiety or an analog 
thereof and at a position drther than the C7 position when BASE is a 7-deazapurine 
moiety or an analog thereoi; 

(ii) a nucleotide or Nucleotide analog having the formula 

\ Sig 

\ PM-SM-BASE 

wherein \ 

PM is a phosphate moiety orbhosphate analog, 
SM is a sugar moiety or sugar analog, 
BASE is a base moiety or base analog, and 
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Sig is a oetectable non-radioactive moiety, 
wherein PM is ctvalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to SM directly or through a linkage group; and 

(iii) a nucleotide or nucleotide analog, said nucleotide having the formula 
Sig -PM-SM- BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar nripiety or sugar analog, 

BASE is a base rraoiety or base analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalentlyWtached to SM, BASE is covalently attached to SM, and 
Sig is covalently attacned to Pivi direcxiy or ihruuyi) d Ilnkayc yioup. - 



"1057. (NEW) The process\according to claim 1025, wherein said providing or 
generating step, the modified \pr labeled nucleotides or nucleotide analogs have the 
structure: 



(i) 




B-A 



\ 

wherein B represents a purine moiety, a 7-dea2apurine moiety, a pyrimidine 
moiety, or an analog of any of the foregoingV and B Is covalently bonded to the CI '- 
position of the sugar moiety or sugar analog, Wovided that whenever B is a purine, 
a purine analog, a 7-deazapurine moiety or a 7-\leazapurine analog, the sugar 
moiety or sugar analog is attached at the N9 position of the purine moiety, the 
purine analog, the 7-dea2apurine moiety or the 7-aeazapurine analog thereof, and 
whenever B is a pyrimidine moiety or a pyrimidine aXalog, the sugar moiety or sugar 
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anaiata is attached at the N1 position of the pyrimidine moiety or the pyrimidine 
analog\ 

wnerein A comprises at least three carbon atoms and represents at least one 
component of a signalling moiety capable of producing directly or indirectly a 
detectable\non-radioactive signal; and 

wherein B and A are covalently attached directly or through a linkage group, 
wherein if B is a purine or a purine analog, A is attached to the 8-position of 
the purine onpurine analog, if B is a 7-deazapurine or 7-deazapurine analog, A is 
attached to trie 7-position of the deazapurine or deazapurine analog, and if B is a 



pyrimidine or 
or pyrimidine 



a pyrimidine analog, A is attached to the 5-position of the pyrimidine 
analog; and 



wherein x comprises a member selected from the group consisting of: 




0 

1 1 



0 

1 1 



II II 

HO-; -0-^»-0-; HO-P-0-; HO-P-0-P-0-; HO-P-O-P-O-P-0- 

II III 
OH OH OH OH OH OH OH 

wherein y coVnprises a member selected from the group consisting of: 



H-; H0-; -0-P~0-;VHO-P-0-; HO-P-0-P-0-; HO-P-O-P-O-P-O- 



OH 



OH OH 



OH OH OH 



wherein z comprises ^member selected from the group consisting of H-and 
H0-. " 

"1058. (NEW) The process acc\rding to claim 1057, wherein y and z 
comprise H. - 



-- 1059. (NEW) The process according to claim 1025, wherein said phosphate 
moiety or phosphate analog is selected from the group consisting of a 
mono-phosphate, a di-phosphate, a tri-phosphate and a tetra-phosphate. - 
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-- 1060. (NEW) The process according to claim 1056, wherein any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) comprise a nucleoside mono-, di- or 
tri-nhosDhate. -- 

1061. (NEW) The process according to claims 1025 or 1056, wherein said 
sugar moiety or sugar analog comprises a monosaccharide. - 

- 1062. (NEW) The process according to claim 1061, wherein said 
monosaccharide comprises a furanose. -- 

- 1063. (NEW) The process according to claim 1062, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. - 

" 1064. (NEW) The process according to claim 1056, wherein said base moiety 
or base analog BASE in any of said nucleotides (i), (iil or (iii) is selected from the 
group consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of 
any of the foregoing. - 

" 1065. (NEW) The process according to claim 1056, wherein said sugar moiety 
or sugar analog SM comprises a monosaccharide or a furanose, and said base 
moiety or base analog BASE in nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. -- 

1066. (NEW) The process according to claim 1056, wherein said Sig detectable 
non-radioactive moiety in said nucleotide M is covalently attached to said BASE at a 
position when BASE is a pyrimidine that is selected from the group consisting of 
the C2 position, the N3 position, the C6 position, and combinations thereof, or is 
covalently attached to BASE at a position when BASE is a purine that is selected 
from the group consisting of the N1 position, the C2 position, the N3 position, the 
C6 position, the N7 position, and combinations thereof. -- 
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- 1067. (NEW) The process according to claim 1056, wherein said SIg detectable 
non-radioactive moiety In said nucleotide (I) Is covalently attached to said BASE at a 
position selected from the group consisting of the N* position when said pyrimidine 
comprises cytoslne, the N^ position when said purine comprises adenine or 
deazaadenine, the position when said purine comprises guanine or deazaguanine, 
and combinations thereof. - 

- 1068. (NEW) The process according to claim 1062, wherein in said nucleotide 
(ii), PM is attached to said furanose at a position independently selected from the 
group consisting of the T, 3', and 5' positions, or any combination thereof, and 
BASE is attached to the 1 ' position of said furanose from the N1 position when 
BASE Is a pyrimidine or the N9 position when BASE Is a purine or 7-deazapurine, 
and Sig is covalently attached to SM directly or through a linkage group and such 
covalent attachment does not substantially Interfere with double helix formation or 
nucleic acid hybridization. - 

" 1069. (NEW) The process according to claim 1062, wherein in said nucleotide 
(ill), PM Is attached to said furanose at a position Independently selected from the 
group consisting of the 2', 3', and 5' positions, or any combination thereof, and 
BASE Is attached to the 1 ' position of said furanose from the N1 position when 
BASE is a pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, 
and Sig Is covalently attached to PM directly or through a linkage group and such 
covalent attachment does not substantially interfere with double helix formation or 
nucleic acid hybridization. - 
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" 1070. (NEW) The process according to claim 1056, wherein said covalent 
attachment in nucleotide or nucleotide analog (iii) is selected from the group 
consisting of 

OH 

I 

-P-O- 



and 

OH 

I 

-P- 



- 1071. (NEW) The process according to claim 1056, wherein PM is a mono-, di 
or tri-phosphate, and wherein said nucleotide or nucleotide analog (iii), the Sig 
moiety is covalently attached to PM through a phosphorus or phosphate oxygen. - 

-- 1072. (NEW) The process according to claim 1056, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) does not interfere substantially with 
the characteristic ability of Sig to form a detectable non-radioactive signal. 

" 1073. (NEW) The process according to claim 1056, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises a member selected from 
the group consisting of an olefinic bond at the a-position relative to the point of 
attachment to the nucleotide, a -CH2NH- moiety, or both. -- 

-- 1074. (NEW) The process according to claim 1056, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises an allylamine group. - 
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-- 1075. (NEW) The process according to claim 1056, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises or includes an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, or any 
of the moieties 

-CH = CHj-NH- , 
-CH = CH-CH2-NH- , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C-0 , and -0- . - 

"1076. (NEW) The process according to claim 1056, wherein said covalent 
attachment in any of nucleotides or nucleotide analogs (i), (it) or (iii) includes a 
glycosidic linkage moiety. - 

-- 1077. (NEW) The process according to claim 1056, wherein in any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) said Sig is covalently attached to 
BASE, SM or PM through a linkage group. 

- 1078. (NEW) The process according to claim 1077, wherein said linkage group 
contains an amine. - 

" 1079. (NEW) The process according to claim 1078, wherein said amine 
comprises a primary amine. - 

-- 1080. (NEW) The process according to claim 1077, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. 

" 1081. (NEW) The process according to claim 1057, wherein said covalent 
attachment does not interfere substantially with the characteristic ability of A to 
form a detectable non-radioactive signal. -- 
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" 1082. (NEW) The process according to claim 1057, wherein said covalent 
attachment comprises a member selected from the group consisting of an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, a 
-CHjNH- moiety, or both. - 

-- 1083. (NEW) The process according to claim 1057, wherein said covalent 
attachment comprises an allylamine group. - 

1084. (NEW) The process according to claim 1057, wherein said covalent 
attachment comprises or includes an olefinic bond at the a-posltion relative to the 
point of attachment to the nucleotide, or any of the moieties 

-CH = CH2-NH- , 
-CH = CH-CH^-NH- , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , ~C-0 , and -0- . -- 

1085. (NEW) The process according to claim 1057, wherein said covalent 
attachment includes a glycosidic linkage moiety. -- 

- 1086. (NEW) The process according to claim 1057, wherein said A is 
covalently attached to B through a linkage group. - 

- 1087. (NEW) The process according to claim 1086, wherein said linkage group 
contains an amine. - 

-- 1088. (NEW) The process according to claim 1087, wherein said amine 
comprises a primary amine. -- 
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" 1089. (NEW) The process according to claim 1086, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. - 

- 1090. (NEW) The process according to claim 1056, wherein Sig comprises at 
least three carbon atoms. -- 

1091. (NEW) The process according to claim 1056, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
three carbon atoms and at least one double bond. -- 

-- 1092. (NEW) The process according to claim 1056, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
four carbon atoms. - 

" 1093. (NEW) The process according to claim 1056, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic moiety comprising 
at least five carbon atoms. 

" 1094. (NEW) The process according to claim 1093, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent. -- 

" 1095. (NEW) The process according to claim 1056, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least six carbon atoms. - 

" 1096. (NEW) The process according to claim 1095, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. -- 

"1097. (NEW) The process according to claim 1056, wherein Sig comprises a 
monosaccharide, polysaccharide or an oligosaccharide. - 
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1098. (NEW) Thte process according to claim 1056, wherein Sig comprises a 
lember selected froix the group consisting of biotin, iminobiotin, an electron dense 

/component, a magnetic component, an enzyme, a hormone component, a metal- 
containing component, \ fluorescent component, a chemiluminescent component, 
an antigen, a hapten, an\(ntibody component and a chelating component. -- 

1099. (NEW) The process according to claim 1098, wherein Sig comprises an 
electron dense component. -- 



-- 1 100. (NEW) The procedAc(cording to claim 1099, wherein said electron dense 
component comprises ferritir 

" 1 101 . (NEW) The process according to claim 1098, wherein Sig comprises a 
magnetic component. - 

" 1 102. (NEW) The process according to claim 1 101, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 

- 1 103. (NEW) The proceps^((cording to claim 1 101, wherein said magnetic 
component comprises magn^^rtpb^eads. 

1104.\(NEW) The process according to claim 1056, wherein Sig comprises a 
sugar resioye and the sugar residue is complexed with or attached to a sugar 
Dinding protW or a polysaccharide binding protein. - 

- 1 105. (NEW) The process according to claim 1 104, wherein the binding protein 
comprises a lectin. 

-- 1 106. (NEW) The process according to claim 1 105, wherein the lectin 
comprises concanavalin A. -- 

-- 1 107. (NEW) The process according to claim 1 105, wherein said lectin is 
conjugated to ferritin. -- 
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" 1 108. (NEW) The process According to claim 1098, wherein Sig comprises an 

- 1 109. (NEW) The process accor^g {o claim 1 108, wherein said enzyme is 
selected from the group consisting ^L^^ phosphatase, acid phosphatase, (3- 
galactosidase, ribonuclease, glucosepxidase, peroxidase, and a combination 
thereof. -- \ 

"1110. (NEW) The process according to claim 1098, wherein Sig comprises a 
hormone. -- 

-nil. (NEW) The process according to claim 1 098, wherein Sig comprises a 
metal-containing component, -- 

- 1 1 1 2. (NEW) The process according to claim 1111, wherein said metal- 
containing component is catalytic. -- 

"1 1 1 3. (NEW) The process according to claim 1 056, wherein said Sig detectable 
non-radioactive moiety comprises an indicator molecule. -- 

"1114. (NEW) The process according to claim 1113, wherein said indicator 
molecule comprises an aromatic compound. -- 

-- 1115. (NEW) The process according to claim 1114, wherein said aromatic 
compound is heterocyclic. -- 

-- 1 1 1 6. (NEW) The process according to claim 1115, wherein said heterocyclic 
aromatic compound is fluorescent. -- 

1 1 1 7. (NEW) The process according to claim 1116, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. - 

"1118. (NEW) The process according to claim 1117, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein, -- 
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"1119. (NEW) The process according to claim 1 098, wherein Sig comprises a 
fluorescent component. 

1 1 20. (NEW) The process according to claim 1119, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. -- 

"1121. (NEW) The process according to claim 1 1 20, wherein said fluorescent 
component comprises fluorescein. - 

"1 122. (NEW) The process according to claim 1098, wherein Sig comprises a 
chemiluminescent component. - 

" 1 123. (NEW) The process according to claim 1098, wherein Sig comprises an 
antigenic or hapten component capable of complexing with an antibody specific to 
the component. -- 

" 1 124. (NEW) The process according to claim 1098, wherein Sig comprises an 
antibody component. 

" 1 125. (NEW) The process according to claim 1098, wherein Sig comprises a 
chelating component. - 

" 1 1 26. (N£W) The process according to claim 1113, wherein said indicator 
, \ molecule coiT\prises a member selected from the group consisting of a fluorescent 
'^\}mponent, aViemiluminescent component, a chelating component, and a 
' ( combination of sf^^y of the foregoing. - 

" 1 127. (NEW) The process according to claim 1057, wherein A comprises an 
aliphatic chemical moiety comprising at least three carbon atoms and at least one 
double bond. 

" 1128. (NEW) The process according to claim 1057, wherein A comprises an 
aliphatic chemical moiety comprising at least four carbon atoms. - 
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" 1129. (NEW) The process according to claim 1057, wherein A comprises an 
aromatic or cycloaliphatic group comprising at least five carbon atoms. -- 

"1 130. (NEW) The process according to claim 1 ^23, wherein saia aromaiic or 
cycloaliphatic group is fluorescent or chemiluminescent. - 

1131. (NEW) The process according to claim 1 057, wherein A comprises an 
aromatic or cycloaliphatic group comprising at least six carbon atoms. - 

-- 1 132. (NEW) The process according to claim 1 131, wherein said aromatic or 
cycloaliphatic group is fluorescent or chemiluminescent. -- 

- 1 133. (NEW) The process according to claim 1057, wherein A comprises a 
monosaccharide, polysaccharide or an oiigosaccnaride. - 

" 1 134. (NEW) The process according to claim 1057, wherein A comprises a 
^ \ member selected from the group consisting of biotin, iminobiotin, an electron dense 
^^ \omponent, a maanetic component, an enzyme, a hormone component, a metal- 
'^containing compon^ent, a fluorescent component, a chemiluminescent component, 
an antigen, a haptenXan antibody component and a chelating component. - 

1 135. (NEW) The process according to claim 1 134, wherein A comprises an 
electron dense component. - 

- 1 136. (NEW) The pffJc^jf? according to claim 1 135, wherein said electron dense 



component comprises 

-- 1 1 37. (NEW) The process according to claim 1 1 34, wherein A comprises a 
magnetic component. 

"1 138. (NEW) The process according to claim 1 137, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 
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"1139. (NEW) The process accordjrrt^ to claim 1 1 37, wherein said magnetic 
component comprises magnetic ^^^^^^ 

\" 1 140. (Ne'W) The process according to claim 1057, wherein A comprises a 
cV>>J^ Aigar residue anS the sugar residue is complexed with or attached to a sugar 
{^) landing protein or a\^olysaccharide binding protein. -- 

1 141. (NEW) The process according to claim 1 140, wherein the binding protein 
comprises a lectin. - 

-- 1 142. (NEW) The process according to claim 1 141, wherein the lectin 
comprises concanavalin A. - 

" 1143. (NEW) The process according to claim 1141, wherein said lectin is 
conjugated to ferritin. -- 

-- 1 144. (NEW) The pr(\es^ according to claim 1 134, wherein A comprises an 
enzyme. 

-- 1 145. (NEW) The process Wpfd in g to claim 1 144, wherein said enzyme is 
selected from the group consistmio|/alkaline phosphatase, acid phosphatase, p- 
galactosidase, ribonuclease, gl^coi^ip oxidase, peroxidase, and a combination 
thereof. - 



" 1 146. (NEW) The process according to claim 1 134, wherein A comprises a 
hormone. - 



" 1 147. (NEW) The process according to claim 1 1 34, wherein A comprises a 
metal-containing component. -- 

-- 1 148. (NEW) The process according to claim 1 147, wherein said metal- 
containing component is catalytic. ~ 

- 1 149. (NEW) The process according to claim 1057, wherein said A comprises 
an indicator molecule. - 
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-- 1 150. (NEW) The process according to claim 1 149, wherein said indicator 
molecule comprises an aromatic compound. - 

-- 1151. (NEW) The process according to claim 1 1 50, wherein said aromatic 
compound is heterocyclic. - 

- 1 152. (NEW) The process according to claim 1151, wherein said heterocyclic 
aromatic compound is fluorescent. - 

- 1 153. (NEW) The process according to claim 1 152, wherein said fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyi, and a combination of any of the foregoing. - 

"1154. (NEW) The process according to claims 1 152 or 1 153, wherein said 
fluorescent heterocyclic aromatic compound comprises fluorescein. - 

- 1155. (NEW) The process according to claim 1 1 54, wherein A comprises a 
fluorescent component. - 

-- 1 156. (NEW) The process according to claim 1 155, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyi. -- 

" 1 1 57. (NEW) The process according to claim 1 1 56, wherein said fluorescent 
component comprises fluorescein, - 

-- 1 158. (NEW) The process according to claim 1 134, wherein A comprises a 
chemiluminescent component. - 

1 1 59. (NEW) The process according to claim 1 1 34, wherein A comprises an 
antigenic or hapten component capable of completing with an antibody specific to 
the component. - 
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-- 1 1 60. (NEW) The process according to claim 1 1 34, wherein A comprises an 
antibody component. - 

- 1 161 . (NEW) The process according to claim 1 134, wherein A comprises a 
chelating component. -- 



."11 62. (NEwV The process according to claim 1 1 49, wherein said indicator 
^Vl^^^^Tiolecule compris^ a member selected from the group consisting of a fluorescent 
(romponent, a chenmiminescent component, a chelating component, and a 
combination of any oKthe foregoing. - 



" 1163. (N£W) The process according to claim 1025, wherein said labeled nucleic 
acid fragment^ are detectable by a non-radioactive means selected from the group 
^ y^consisting of a nuorescent measurement, a chemiluminescent measurement, and a 
combination thereof. 

-- 1 164. (NEW) The Wocess according to claim 1025, wherein said detecting 
step, the labeled nucleic\^cid fragments are separated or resolved 
electrophoretically, 

" 1165. (NEW) The process according to claims 1025, 1056 or 1057, wherein 
said detecting step is carried out directly. -- 

--1166. (NEW) The process according to claim 1 165, wherein said direct 
detection is carried out using one or more indicator molecules. - 

-- 1 167. (NEVW The process according to claim 1 166, wherein said one or more 
\jndicator molecules comprise fluoresceinated nucleotides or nucleotide analogs. - 

"1168. (NEW) Trte process according to claim 1 167, wherein said 
fluoresceinated nuciecjtides or nucleotide analogs comprise fluoresceinated DNA. - 
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" 1 1 69. VNEW) The process according to claim 1 1 65, wherein said detecting step 
is carried out by means of a directly detectable signal provided by said one or more 
i modified or febeled nucleotides or nucleotide analogs, said A or said Sig detectable 
ynon-radioactive moiety. - 

- 1 1 70. (NEWluhe process according to claim 1 1 65, wherein said detecting step 
the directly detectable signal comprises a member selected from the group 
consisting of a chelc^ing compound, a fluorogenic compound, a phosphorescent 
compound, a chromogenic compound, a chemiluminescent compound and an 
electron dense compoun 

"1171. (NEW) The process accoWgffo claim 1 1 65, wherein said detecting step 
the directly detectable signal compriw^^n enzyme. - 

\ 

-- 1 172. (NEW) The process according to claims 1025, 1056 or 1057, wherein 
said detecting $tep is carried out by means of an indirectly detectable signal 
/ provided by saidVne or more modified or labeled nucleotides or nucleotide analogs, 
said A or said Sig detectable non-radioactive moiety. -- 

- 1 1 73. (NEW) The process according to claim 1 1 72, wherein said detecting step 
the indirectly detectable signal is selected from the group consisting of an antibody, 
an antigen, a hapten, a receptor, a ligand and an enzyme. - 

-- 1 1 74. (NEW) The proces^acpcrding to claim 1 1 72, wherein said detecting step 
the indirectly detectable sigrf^Sis provided by a polynucleotide sequence capable of 
recognizing a signal-containing n\oiety. -- 

- 1 175. (NEW) Vhe process according to claim 1025, wherein said one or more 
modified or labeled nucleotides or nucleotide analogs are capable of being detected 
by a member selectled from the group consisting of an enzymatic measurement, a 
fluorescent measurertent, a phosphorescent measurement, a chemiluminescent 
measurement, a caloriVietric measurement, a microscopic measurement and an 
electron density measurement. - 
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"11^. (NEW) The process according to claim 1025; wherein said detecting step 
compris^ localizing said labeled nucleic acid fragments by means of said one or 
^more modified or labeled nucleotides or nucleotide analogs. - 

-- 1 1 77. (NEWi A process for determining with a sequencing gel the presence of 
nucleic acid fragments comprising a sequence complementary to a nucleic acid of 
interest or a portion^thereof, said process comprising the steps of: 

(A) providing\ 

(i) oneVr more detectable chemically modified or labeled 
nucleotides or nucreotide analogs, which nucleotide analogs can be attached 
to or coupled to or incorporated into a nucleic acid; or 

(ii) one or niore oligonucleotides or polynucleotides comprising at 
least one said detectable chemically modified or labeled nucleotide or 
nucleotide analog; or \ 

(iii) both (i) and (m; 

wherein said chemically modified Of labeled nucleotides or nucleotide analogs (i) and 
said oligonucleotides and polynucleotides (ii) are capable of attaching to or coupling 
to or incorporating into or forming onaor more nucleic acid fragments, and wherein 
said chemically modified or labeled nucleotides or nucleotide analogs have been 
modified or labeled non-disruptively or disruptively on at least one of the sugar 
moiety, the sugar analog, the phosphate mWy, the phosphate analog, the base 
moiety or the base analog thereof; and; \ 

(B) incorporating said one or more chemically modified or labeled 
nucleotides or nucleotide analogs (i) or said one o\ more oligonucleotides or 
polynucleotides comprising at least one chemically Vnodified or labeled nucleotides 
or nucleotide analogs (ii), or both (i) and (ii), into onaor more nucleic acid 
fragments, to prepare labeled fragments, each such fragment comprising a 
sequence complementary to said nucleic acid of interest or to a portion thereof and 
said one or more chemically modified or labeled nucleotides or nucleotide analogs, 
and wherein said chemically modified or labeled nucleotidfis or nucleotide analogs 
are selected from the group consisting of: \ 
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B-A 



wherein B represents a purine moiety, a 7-deazapurine moiety, a pyrimidine 
moiety, or an analog of any of theyoregoing, and B is covalently bonded to the 01- 

position of the sugar moiety or sugar analog, provided that whenever B is a purine, 

\ 

a punne analog, a 7-deazapurine moidty or a 7-deazapurine analog, the sugar 
moiety or sugar analog is attached at tl^e N9 position of the purine moiety, the 



purine analog, the 7-deazapurine moiety\)r the 7-deazapurine analog thereof, and 
whenever B is a pyrimidine moiety or a pyi^imidine analog, the sugar moiety or sugar 
analog is attached at the N1 position of th^pyrimidine moiety or the pyrimidine 
analog; \ 

wherein A comprises at least three carbon atoms and represents at least one 
component of a signalling moiety capable of producing directly or indirectly a 
detectable non-radioactive signal; and \ 

wherein B and A are covalently attached directly or through a linkage group, 

and 



wherein x comprises a member selected from ^he group consisting of: 

0 0 0 0 "^^^ 0 0 0 

II II II II \ II II II 

H-; H0-; -0-P-0-; H0-P-0-; HO-P-0-P-0-; hb-P-O-P-O-P-O- 



OH 



OH 



OH OH 



DH OH OH 



wherein y comprises a member selected from the grou(!) consisting of: 
0 0 00 0\00 



H-; H0-; -O-P-O-; HO-P-0-; HO-P-0-P-0-; HO-P-oAp-O-P-0- 

I I II I l\ 

OH OH OH OH OH OHv OH 
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wherein z comprises a member selected from the group consisting of H-and 

H0-; 



\ 

\ 



\ 



Sig 



PM-SM-BASE 



\ 



wherein 

PM is a phosphate\moiety or phosphate analog, 

SM is a sugar moiet^or sugar analog, 

BASE is a base moiety or base analog, and 

Sig is a detectable nonradioactive moiety, and 
wherein said PM is covalently ^ttached to SM, said BASE is covaiently attached to 
SM, and Sig is covalently attached to SM directly or through a linlcage group; and 



(iii) \^ 

\ 

Sig-PM-SM-BASE 

\ 

\ 

wherein \ 

\ 

PM is a phosphate moiety or phosptiate analog, 

SM is a sugar moiety or sugar analog^ 

BASE is a base moiety or base analog;\and 

Sig is detectable non-radioactive moiety: and 
wherein PM is covalently attached to SM, BASu is covalently attached to SM, and 
Sig is covalently attached to PM directly or throui^h a linkage group; 

\ 

(C) transferring or subjecting said labeled fragments to a sequencing gel; 

\ 

(D) separating or resolving said labeled fragments; and 



(E) non-radioactively detecting directly or indirectly the presence of said 
labeled fragments. - 
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-- 1 1 78. (NEW) The process according to claim 1 1 77, wherein the nucleic acid 
sequence of interest is derived from an organism. - 

-- 1 179. (NEW) The process according to claim 1 178, wherein said organism is 
Aselected from the group consisting of bacteria, fungi, viruses, yeast, mammals, and 
/ a combination of^ny of the foregoing. -- 

-- 1 1 80. (NEW) The process according to claim 1 1 79, wherein said organism 
comprises a mammal. - 

-- 1181. (NEW) The process according to claim 1 1 80, wherein said mammal 
comprises a human being. -- 

-- 1 1 82. (NEW) The process according to claim 1 1 78, wherein said organism is 
living. " 

-- 1 1 83. (NEW) The process according to claims 1 1 78 or 1 1 82, wherein said 
organism is selected from the group consisting of prokaryotes and eukaryotes. -- 

1 184. (NEW) The process according to claim 1 183, wherein said organism 
comprises a eukaryote, -- 

" 1 185. (NEW) The process according to claim 1 184, wherein said eukaryotic 
nucleic acid sequence of interest is contained within a chromosome. -- 

-- 1 1 86. (NEW) The process according to claim 1 1 84, wherein said eukaryote 
comprises a mammal. - 

- 1 1 87. (NEW) The process according to claim 1 1 86, wherein said mammalian 
nucleic acid sequence of interest is contained within a chromosome. - 

-- 1 188. (NEW) The process according to claim 1 186, wherein said mammal 
comprises a human being. - 
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- 1 189. (NEW) The process according to claim 1 188, wherein said human nucleic 
acid sequence of interest is contained within a chromosome. 

- 1 iQO (NEW) The process according to claim 1 189, wherein said human 
chromosomal nucleic acid sequence of interest is part of a human gene library. - 

1 191. (NEW) The process according to claim 1 177, wherein said incorporating 
step is carried out using an enzyme. -- 

- 1 192. (NEW) The process according to claim 1 191, wherein said enzyme 
comprises a polymerase. - 

-- 1 193. (NEW) The process according to claim 1 192, wherein said polymerase 
comprises DNA polymerase. -- 

-- 1 1 94. (NEW) The process according to claim 1 1 77, wherein said one or more 
chemically modified nucleotides or said other modified or unmodified nucleic acids 
comprise a nucleoside di- or tri-phosphate. -- 

- 1 195. (NEW) The process according to claim 1 177, wherein said incorporating 
step is template dependent or template independent. 

1 196. (NEW) The process according to claim 1 177, wherein said incorporating 
step is template dependent. - 

\ 1 1 97. (NEW) ThB process according to claim 1 1 77, wherein the labeled nucleic 
Vacid fragments prepared by said incorporating step comprises at least one internal 
J /modified nucleotide. 

-- 1 1 98. (NEW) The process according to claim 1 1 77, wherein the labeled nucleic 
acid fragments prepared by s^id incorporating step comprises at least one terminal 
modified nucleotide. 

- 1 199. (NEW) The process according to claim 1 177, wherein said nucleotide 
analog can be attached terminally to DNA or RNA by means of an enzyme. - 
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-- 1200. (NEW) The process according to claim 11 99, wherein said enzyme 
comprises terminal transferase. -- 

-- 1 201 . (NEW) The process according to claim 1 1 77, wherein said nucleotide 
analog can be coupled to DNA or RNA by a coupling means selected from the group 
consisting of chemical coupling and enzymatic coupling. - 

- 1202. (NEW) Vhe process according to claim 1201, wherein said chemical 
Ncoupling can carrie\j out by a chemical coupling means selected from the group 

consisting of carbod\mide, formaldehyde and formamide. - 

" 1203. (NEW) The process according to claim 1201, wherein said enzymatic 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. - 

-- 1204. (NEW) The process according to claim 1 177, wherein said incorporation 
comprises nick translation. -- 

- 1205. (NEW) The process according to claim 1 177 or 1204, wherein said 
incorporation is carried out by means of a polymerizing enzyme. - 

- 1206. (NEW) The process according to claim 1205, wherein said polymerizing 
enzyme comprises a polymerase. - 

-- 1207. (NEW) The process according to claim 1206, wherein said polymerase is 
selected from the group consisting of DNA polymerase and RNA polymerase. - 

-- 1208. (NEW) The process according to claim 1 177, wherein said phosphate 
moiety or phosphate analog is selected from the group consisting of a 
monophosphate, a di-phosphate, a tri-phosphate and a tetra-phosphate. - 

-- 1 209. (NEW) The process according to claim 1 1 77, wherein any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) comprise a nucleoside mono-, di- or 
tri-phosphate. -- 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 1, 1995 

Page 91 [Amendment Under 37 C.F.R. §1.115 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 



" 1210, (NEW) The process according to claim 1 177, wherein said sugar moiety 
or sugar analog comprises a monosaccharide. - 

"1211. (NEW) The process according to claim 1210, wherein said 
monosaccharide comprises a furanose. -- 

-- 1212. (NEW) The process according to claim 1211, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. -- 

" 1213. (NEW) The process according to claim 1 177, wherein said B in 
nucleotide or nucleotide analog (i| or said BASE in nucleotides or nucleotide analogs 
(ii) or (iii) is selected from the group consisting of a pyrimidine moiety or pyrimidine 
analog, a purine moiety or purine analog, a 7-deazapurine moiety and a 7- 
deazapurine analog, and a combination of any of the foregoing. - 

" 1214. (NEW) The process according to claim 1177, wherein in said chemically 
modified nucleotides or nucleotide analogs (i) when B is a purine or a purine analog, 
A is attached to the 8-position of the purine moiety or the purine analog, when B is 
a 7-deazapurine moiety or a 7-deazapurine analog, A is attached to the 7-position 
of the deazapurine moiety or the 7-deazapurine analog, and when B is a pyrimidine 
moiety or a pyrimidine analog, A is attached to the 5-position of the pyrimidine 
moiety or the pyrimidine analog. - 

- 1215. (NEW) The process according to claim 1177, wherein in said chemically 
modified nucleotides or nucleotide analogs (i) A is covalently attached to said B at a 
position when B is a pyrimidine that is selected from the group consisting of the C2 
position, the N3 position, the C6 position, and combinations thereof, or is 
covalently attached to B at a position when B is a purine that is selected from the 
group consisting of the N1 position, the C2 position, the N3 position, the C6 
position, the N7 position, and combinations thereof. - 
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1216. (NEW) The process according to claim 1 177, wherein in said chemically 
modified nucleotides or nucleotide analogs (i) A is covalently attached to said B at a 
position selected from the group consisting of the N* position when said pyrimidine 
comprises cytosine, the N^ position when said purine comprises adenine or 
deazaadenine, the N® position when said purine comprises guanine or deazaguanine, 
and combinations thereof. -- 

- 1217. (NEW) The process according to claim 1 177, wherein said sugar moiety 
or sugar analog SM comprises a monosaccharide or a furanose, and said base 
moiety or base analog BASE in nucleotides (i) or (iii) or both is selected from the 
group consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of 
any of the foregoing. - 

-- 1218. (NEW) The process according to claim 1177, wherein said incorporating 
step, A in the nucleotide (i) is covalently attached to B through a linkage group. - 

- 1219. (NEW) The process according to claim 1218, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. -- 

" 1220. (NEW) The process according to claim 1218, wherein said linkage group 
contains an amine. -- 

-- 1221. (NEW) The process according to claim 1220, wherein said amine 
comprises a primary amine. - 

- 1222. (NEW) The process according to claim 1177, wherein said incorporating 
step, Sig in the nucleotide (ii) is covalently attached to SM through a linkage 
group. -- 

-- 1223. (NEW) The process according to claim 1222, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. - 
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-- 1224. (NEW) The process according to claim 1222, wherein said linkage group 
contains an amine. 

-- 1225. (NEW) The process according to claim 1224, wherein said amine 
comprises a primary amine. - 

- 1226. (NEW) The process according to claim 11 77, wherein said incorporating 
step, Sig in the nucleotide (iii) is covalently attached to PM through a linkage 
group. " 

-- 1227. (NEW) The process according to claim 1226, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. - 

-- 1228. (NEW) The process according to claim 1226, wherein said linkage group 
contains an amine. - 

- 1229. (NEW) The process according to claim 1228, wherein said amine 
comprises a primary amine. - 

- 1230. (NEW) The process according to claim 121 1, wherein in said nucleotide 
(ii), PM is attached to said furanose at a position independently selected from the 
group consisting of the 2', 3', and 5' positions, or any combination thereof, and 
BASE is attached to the 1 ' position of said furanose from the N1 position when 
BASE is a pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, 
and Sig is covalently attached to SM directly or through a linkage group and such 
covalent attachment does not substantially interfere with double helix formation or 
nucleic acid hybridization. - 
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" 1 231 . (NEW) The process according to claim 1211, wherein in said nucleotide 
(iii), PM is attached to said furanose at a position independently selected from the 
group consisting of the 2', 3', and 5' positions, or any combination thereof, and 
BASE is attached to the 1 ' position of said furanose from the N1 position when 
BASE is a pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, 
and Sig is covalently attached to PM directly or through a linkage group and such 
covalent attachment does not substantially interfere with double helix formation or 
nucleic acid hybridization. - 

-- 1232. (NEW) The process according to claim 1 177, wherein said covalent 
attachment in nucleotide or nucleotide analog (iii) is selected from the group , 
consisting of 



and 



OH 



-P-0- 



OH 



-P- 
II 

0 . ■ 



- 1233. (NEW) The process according to claim 1 177, wherein PM is a mono-, di- 
or tri-phosphate, and wherein in said nucleotide or nucleotide analog (iii), the Sig 
moiety is covalently attached to PM through a phosphorus or phosphate oxygen. -- 

" 1234. (NEW) The process according to claim 1 177, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) does not interfere substantially with 
the characteristic ability of A or Sig to form a detectable non-radioactive signal. - 
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. " 1235. (NEWVrhe process according to claim 1 1 77, wherein said covalent 
\ attachment in any^of nucleotides (i), (ii) or (iii) comprises a member selected from 
/the group consistingNof an olefinic bond at the a-position relative to the point of 
attachment to the nucWide, a -CH2NH- moiety, or both. - 

-- 1236. (NEW) The process according to claim 1 177, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises an allylamine group. - 

1237. (NEW) The process according to claim 1 177, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises or includes an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, or any 
of the moieties 



-CH = CH2-NH- , 
-CH = CH-CH2-NH- , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C-O , and -0- . 



-- 1238. (NEW) The process according to claim 1 177, wherein said covalent 
anachment in any of nucleotides or nucleotide analogs (i), (ii) or (iii) includes a 
glycosidic linkage moiety. - 

" 1239. (NEW) The process according to claim 1 177, wherein in said nucleotides 
or nucleotide analogs (i), A is covalently attached to B through a linkage group, or 
in said nucleotides or nucleotide analogs (ii) or (iii), Sig is covalently attached to 
BASE, SM or PM through a linkage group. -- 

-- 1240. (NEW) The process according to claim 1239, wherein said linkage group 
contains an amine. - 
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- 1241. (NEW) The process according to claim 1240, wherein said amine 
comprises a primary amine. -- 

-- 1242. (NEW) The process according to claim 1239, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectable non-radioactive signal. -- 

" 1243. (NEW) The process according to claim 1 177, wherein said A or Sig 
comprises at least three carbon atoms. - 

- 1244. (NEW) The process according to claim 1 1 77, wherein said A or Sig 
detectable non-radioactive moiety comprises an aliphatic chemical moiety 
comprising at least three carbon atoms and at least one double bond. 

1 245. (NEW) The process according to claim 1 1 77, wherein said A or Sig 
detectable non-radioactive moiety comprises an aliphatic chemical moiety 
comprising at least four carbon atoms. -- 

- 1246. (NEW) The process according to claim 1 177, wherein said A or Sig 
detectable non-radioactive moiety comprises an aromatic or cycloaliphatic group 
comprising at least five carbon atoms. - 

" 1247. (NEW) The process according to claim 1141, wherein said A or Sig 
detectable non-radioactive moiety comprises an aromatic or cycloaliphatic group 
comprising at least six carbon atoms. - 

" 1248. (NEW) The process according to claim 1 177, wherein said A or Sig 
comprises a monosaccharide, polysaccharide or an oligosaccharide. ~ 

" 1249. (NEW) The process according to claim 1 177, wherein said A or Sig 
comprises a member selected from the group consisting of biotin, iminobiotin, an 
"ejectron densa component, a magnetic component, an enzyme, a hormone 
'Component, a mfital-containing component, a fluorescent component, a 
chemiluminescenrscomponent, an antigen, a hapten, an antibody component and a 
chelating component. -- 
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-- 1250. (NEW) The process according to claim 1249, wherein said A or Sig 
comprises an electron dense component. -- 

" 1 251 . (NEW) The prWsfe according to claim 1 250, wherein said electron dense 
component comprises felmifiV -- 

" 1252. (NEW) The process according to claim 1249, wherein said A or Sig 
comprises a magnetic component. 

" 1253. (NEW) The process according to claim 1252, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 



" 1254. (NEW) The prdj^pccording to claim 1252, wherein said magnetic 
component comprises nid^^c^beads. -- 

^ -- 1255. 1>^W) The process according to claim 1 177, wherein said A or Sig 
S (j^\\comprises a^ugar residue and the sugar residue is complexed with or attached to a 



/sugar binding p^tein or a polysaccharide binding protein. -- 



1256. (NEW) The process according to claim 1255, wherein the binding protein 
comprises a lectin. - 

- 1257. (NEW) The process according to claim 1256, wherein the lectin 
comprises concanavalin A. -- 

- 1258. (NEW) The process according to claim 1256, wherein said lectin is 
conjugated to ferritin. 

- 1259. (NEW) Tftfti process according to claim 1249, wherein said A or Sig 
comprises an enzynfv^^^ 
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- 1260. (NEW) The plopess accor^g to claim 1259, wherein said enzyme is 
selected from the gradp parfsistlig of alkaline phosphatase, acid phosphatase, fS- 
galactosidase, ribopfuclea^ii^lacoseyoxidase and peroxidase, or a combination 



thereof. - 



" 1 261 . (NEW) The process according to claim 1 249, wherein said A or Sig 
comprises a hormone. - 

-- 1262. (NEW) The process according to claim 1249, wherein said A or Sig 
comprises a metal-containing component. -- 

-- 1263. (NEW) The process according to claim 1262, wherein said metal- 
containing component is catalytic. -- 

- 1264. (NEW) The process according to claim 1 177, wherein said A or Sig 
detectable non-radioactive moiety comprises an indicator molecule. ~ 



- 1265. (NEW) The process according to claim 1264, wherein said indicator 
molecule comprises an aromatic compound. - 

" 1266. (NEW) The process according to claim 1265, wherein said aromatic 
compound is heterocyclic. - 

" 1267. (NEW) The process according to claim 1266, wherein said heterocyclic 
aromatic compound is fluorescent. -- 



- 1268. (NEW) The process according to claim 1267, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine and dansyl. -- 



" 1269. (NEW) The process according to claim 1268, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. 
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- 1270. (NEWi The process according to claim 1264, wherein said indicator 
vv%? \noiecule comprises a member selected from the group consisting of a fluorescent 

Gomponent, a chemikiminescent component, and a chelating component, or a 
/^nmhinatinn of anv of\he foregoing. -- 

- 1 271 . (NEW) The process according to claim 1 249, wherein said A or Sig 
comprises a fluorescent component. - 

1272. (NEW) The process according to claim 1271, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. - 

-- 1273. (NEW) The process according to claim 1272, wherein said fluorescent 
component comprises fluorescein. - 

- 1274. (NEW) The process according to claim 1249, wherein said A or Sig 
comprises a chemiluminescent component. -- 

-- 1275. (NEW) The process according to claim 1249, wherein said A or Sig 
comprises an antigenic or hapten component capable of completing with an 
antibody specific to the component. -- 

" 1276. (NEW) The process according to claim 1249, wherein said A or Sig 
comprises an antibody component. -- 

- 1277. (NEW) The process according to claim 1249, wherein said A or Sig 
comprises a chelating component. -- 

- 1278. (NEW) The process according to claim 1 177, wherein any of nucleotide 
or nucleotide analogs (i), (ii) and (iii) are detectable by a means selected from the 
group consisting of a fluorescent measurement and a chemiluminescent 
measurement, or a combination thereof. - 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 7, 1995 

Page 100 [Amendment Under 37 C.F.R. §1.115 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 

1279. (NEW) The process according to claim 1 177, wherein said A or Sig is 
detectable when it is attached to the nucleotide or nucleotide analog directly or 
through a linkage group. -- 

-- 1280. (NEW) The process according to claim 1279, wherein said linkage group 
does not interfere substantially with the characteristic ability of A or Sig to form a 
detectable non-radioactive signal. - 

-- 1281 . (NEW) The process according to claim 1 177, wherein said labeled nucleic 
\V/7acid fragment or fraQiments are terminally ligated or attached to a polypeptide. - 

-- 1282. (NEW) The process according to claim 1281, wherein the polypeptide 
comprises a polylysine. - 

- 1283. (NEW) The process according to claim 1281, wherein the polypeptide 
comprises at least one member selected from the group consisting of avidin, 
streptavidin or anti-Sig immunoglobulin. -- 

-- 1284. (NEW) The process according to claim 1281, wherein said A or Sig 
comprises a ligand and the polypeptide comprises an antibody thereto. 

- 1285. (NEW) The process according to claim 1 177, wherein said separating 
step is carried out elactrophoretically. -- 

1286. (NEW) The process according to claim 1 177, wherein said detecting step 
is carried out directly. - 

-- 1287. (NEW) The process according to claim 1286, wherein said direct 
detection is carried out on one or more indicator molecules. -- 

-- 1288. (NEW) T\e process according to claim 1287, wherein said one or more 
-indicator molecules comprise fiuoresceinated nucleotides. -- 



--'1289. (NEW) The process according to claim 1288, wherein said 
fiuoresceinated nucleotideiB or nucleotide analogs comprise fiuoresceinated DNA. - 
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" 1290. (NEW) The process according to claim 1 177, wherein said detecting step 
is carried out by means of a directly detectable signal provided by said A or Sig 
Hptfintahlfl non-radioactive moiety. - 

- 1291 . (I^W) The process according to claim 1290, wherein said detecting step 
^ \ the directly d^ectable signal providing A or Sig detectable non-radioactive moiety 

5^-C|^omprises a mVnber selected from the group consisting of a fluorogenic compound, 
P a phosphorescent compound, a chromogenic compound, a chemiluminescent 
compound and anVelectron dense compound. - 

" 1292. (NEW) The process according to claim 1290, wherein said detecting step 
the directly detectable signal is provided by an enzyme. - 

- 1293. (NEW) The process according to claim 1 177, wherein said detecting step 
is carried out by means of a indirectly detectable signal provided by said A or Sig 
detectable non-radioactive moiety. - 

- 1294. (NEW) The process according to claim 1293, wherein said detecting step 
the indirectly detectable signal is provided by a member selected from the group 
consisting of an antibody, an antigen, a hapten, a receptor, a ligand and an 
enzyme. - 

" 1295. (NEW) The procW^cording to claim 1293, wherein said detecting step 
the indirectly detectable signal providing Sig detectable non-radioactive moiety 
comprises a polynucleotidq/s\quence capable of recognizing a signal-containing 
moiety. - 

1296. (NEW) The process according to claim 1293, wherein said detecting step 
the indirectly detectable signal providing Sig detectable non-radioactive moiety 
comprises a compound capable of binding to an insoluble phase. - 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 1, 1995 

Page 102 [Amendment Under 37 C.F.R. §1.115 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 



1297. (NEW) TheYrocess according to claim 1 177, wherein said Sig detectable 
non-radioactive moiety\s capable of being detected by a member selected from the 
)group consisting of an eVizymatic measurement, a fluorescent measurement, a 
nhosDhorescent measurei\ient, a chemiluminescent measurement, a calorimetric 
measurement, a microscopic measurement and an electron density measurement. - 



-- 1298. View) a process for detecting a nucleic acid of interest in a sample, 
which process comprises the steps of: 

(a) ^pacifically hybridizing said nucleic acid of interest in the sample with 
one or more oLo- or polynucleotides, each such oligo- or polynucleotide being 
complementaryVo or capable of hybridizing with said nucleic acid of interest or a 
portion thereof, ^erein said oligo- or polynucleotides comprise one or more 
detectable modifie^d or labeled nucleotides or nucleotide analogs, which nucleotide 
analogs can be att^hed to or coupled to or incorporated into DNA or RNA, and 
wherein said modifi^ or labeled nucleotides or nucleotide analogs are selected from 
the group consisting \f : 



(i) a nucleotide or nucleotide analog having the formula 



\ PM-SM-BASE-Sig 

\ 

\ 

wherein \ 

PM is a phosphate moi^y or phosphate analog, 
SM is a sugar moiety or iugar analog, 

BASE is a pyrimidine, a piVine or a 7-deazapurine base moiety or a base 
analog of any of the foregoing; ancj 

Sig is a detectable non-radioayive moiety, 
wherein PM Is covalently attached to\sM, BASE is covalentiy attached to SM, and 
Sig is covalently attached to BASE directly or through a linkage group at a position 
other than the C5 position when BASE is a pyrimidine moiety or an analog thereof, 
at a position other than the C8 position vyhen BASE is a purine moiety or an analog 
thereof and at a position other than the C7 position when BASE is a 7-deazapurine 
moiety or an analog thereof, and such covalent attachment does not substantially 
interfere with double helix formation or nucliic acid hybridization; 
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(ii) a nucleotide or nucleotide analog having the formula 

Sig 

I 

PM-SM-dAbb 

wherein 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar moiety or sugar analog, 

BASE is a base moiety or base analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalently attached to SM, BASE is covalently attached 
to SM, and Sig is covalently attached to SM directly or through a linkage group and 
such covalent attachment does not substantially interfere with double helix 
formation or nucleic acid hybridization; ana 

(iii) a nucleotide or nucleotide analog, said nucleotide having the formula 

Sig-PM-SM-BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar moiety or sugar analog, 

BASE is a base moiety or base analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to PM directly or through a linkage group, and such 
covalent attachment does not substantially interfere with double helix formation or 
nucleic acid hybridization; and 

(b) detecting non-radioactively the presence of said Sig detectable non- 
radioactive moieties in any of the oligo- or polynucleotides which have hybridized to 
said nucleic acid of interest. - 

-- 1299. (NEW) The process according to claim 1298, wherein the nucleic acid of 
interest comprises DNA, RNA or a DNA-RNA hybrid. - 
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" 1300. (NEW) The process according to claim 1298, wherein the nucleic acid of 
interest is double-stranded or single-stranded. - 

1 301 . (NEW) The process according to claim 1 298, wherein the nucleic acid of 
interest has been rendered single-stranded. -- 

-- 1302. (NEW) The process according to claim 1298, wherein the nucleic acid of 
interest is derived from an organism. - 

- 1303. (NEW) The process according to claim 1302, wherein the organism is 
selected from the group consisting of prokaryotes and eukaryotes. -- 

^ - 1304. (I^W) The process according to claim 1302, wherein said organism is 
9J^^t\'^\Blected frofVthe group consisting of bacteria, fungi, viruses, yeast, mammals, and 
% combination c^f any of the foregoing. - 



1305. (NEW) The process according to claim 1302, wherein said organism is 
living. -- 

- 1306. (NEW) The process according to claim 1298, wherein the sample is 
suspected of containing an etiological agent and the nucleic acid of interest is 
naturally associated with the etiological agent. -- 

- 1307. (NEW) The process according to claim 1306, wherein the sample is of 
human or animal origin and the etiological agent is selected from the group 
consisting of bacteria, virus and fungi, -- 

- 1308. (NEW) The process according to claim 1298, wherein said nucleic acid of 
interest is derived from a member selected from the group consisting of 
Streptococcus pyrogenes. Neisseria meningitidis, Staphylococcus aureus, Candida 
albicans, Pseudomonas aeruginosa. Neisseria gonorrhoeae, Mycobacterium 
tuberculosis, and any combinations of the foregoing, - 
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1309. (NEW) The process according to claim 1298, wherein said one or more 
oligo- or polynucleotides are derived from Neisseria gonorrhoeae, -- 

"1310. (NEW) The process according to claim 1298, wherein the sample 
comprises a bacterium suspected of containing a nucleic acid of interest which 
imparts resistance to an antibiotic and wherein the oligo- or polynucleotide 
comprises a polynucleotide complementary to the sequence of the bacterium which 
confers resistance to the antibiotic. - 

- 1311. (NEW) The process according to claim 1310, wherein when said 
bacterium is Steptococcus pyrogenes or Neisseria meningtidis, said antibiotic is 
penicillin, wherein when said bacterium is Staphylococcus aureus, Candida 
albicans, Pseudomonas aeruginosa, Streptococcus pyrogenes, or Neisseria 
gonorrhoeae, said antibiotic is a tetracycline, and wherein when said bacterium is 
Mycobacterium tuberculosis, said antibiotic is an aminoglycoside. - 

-- 1312. (NEW) The process according to claim 1311, wherein said bacterium is 
Neisseria gonorrhoeae and said antibiotic is selected from the group consisting of 
penicillin, tetracycline, aminoglycoside and combinations thereof. - 

- 1313. (NEW) The process according to claim 1298, wherein the sample is 
suspected of containing a nucleic acid of interest associated with a genetic disorder 
and wherein the oligo- or polynucleotide comprises a polynucleotide complementary 
to the nucleic acid associated with the genetic disorder. -- 

" 1314. (NEW) The process according to claim 1298, wherein the sample is 
suspected of containing a nucleic acid of interest associated with thalassemia and 
wherein the oligo- or polynucleotide comprises a polynucleotide complementary to 
the nucleic acid which is absent in the thalassemic subjects. 

" 1315. (NEW) The process according to claim 1298, wherein said process is 
utilized for chromosomal karyotyping which comprises contacting the sample with a 
series of the oligo- or polynucleotides which are complementary to a series of 
known genetic sequences located on chromosomes. -- 
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"1316. (NEW) The process according to claim 1298, wherein the sample is 
suspected of containing a nucleic acid which includes a terminal polynucleotide 
sequence poly A and wherein the oligo- or polynucleotide comprises a modified poly 
U molecule in which at least one uracil moiety has been modified by chemical 
addition of Sig to the 5' position of said uracil moiety. - 

1317. (NEW) The process according to claim 1298, wherein said process is 
utilized to determine the number of copies of an individual chromosome in a 
sample. 

- 1318. (NEW) The process according to claim 1298, wherein said nucleotide 
analog can be attached terminally to DNA or RNA by means of an enzyme. - 

-- 1319. (NEW) The process according to claim 1318, wherein said enzyme 
comprises terminal transferase. - 

- 1320. (NEW) The process according to claim 1298, wherein said nucleotide 
analog can be coupled to DNA or RNA by a coupling means selected from the group 
consisting of chemical coupling and enzymatic coupling. -- 

1 321 . (NEW) The drocess according to claim 1 320, wherein said chemical 
V coupling can carried out\by a chemical coupling means selected from the group 
/consisting of carbodiimid\, formaldehyde and formamide. -- 

"1322. (NEW) The process according to claim 1320, wherein said enzymatic 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. -- 

-- 1323. (NEW) The process according to claim 1298, wherein said incorporation 
comprises nick translation. -- 

" 1324. (NEW) The process according to claim 1298 or 1323, wherein said 
incorporation is carried out by means of a polymerizing enzyme. - 
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" 1325. (NEW) The process according to claim 1324, wherein said polymerizing 
enzyme comprises a polymerase. - 

- 1326. (NEW) The process according to claim 1325, wherein said polymerase is 
selected from the group consisting of DNA polymerase and RNA polymerase. - 

-- 1327. (NEW) The process according to claim 1298, wherein said phosphate 
moiety or phosphate analog is selected from the group consisting of a 
monophosphate, a di-phosphate, a tri-phosphate and a tetra-phosphate. 

- 1328. (NEW) The process according to claim 1298, wherein any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) comprise a nucleoside mono-, di- or 
tri-phosphate. - 

1329. (NEW) The process according to claim 1298, wherein said sugar moiety 
or sugar analog comprises a monosaccharide. -- 

" 1330. (NEW) The process according to claim 1329, wherein said 
monosaccharide comprises a furanose. - 

-- 1 331 . (NEW) The process according to claim 1 330, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. -- 

-- 1332. (NEW) The process according to claim 1298, wherein said base moiety 
or base analog BASE in any of said nucleotides (i), (il) or (iii) is selected from the 
group consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of 
any of the foregoing. - 

" 1333. (NEW) The process according to claim 1298, wherein said sugar moiety 
or sugar analog SM comprises a monosaccharide or a furanose, and said base 
moiety or base analog BASE in nucleotides (i), (ii) or (iii) is selected from the group 
consisting of a pyrimidine, a purine, a 7-deazapurine, and a combination of any of 
the foregoing. -- 
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-- 1334. (NEW) The process according to claim 1298, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i| is covalently attached to said BASE at a 
position when BASE is a pyrimidine that is selected from the group consisting of 
the C2 position, the N3 position, the C6 position, and combinations thereof, or is 
covalently attached to BASE at a position when BASE is a purine that is seiectea 
from the group consisting of the N1 position, the C2 position, the N3 position, the 
C6 position, the N7 position, and combinations thereof. -- 

- 1335. (NEW) The process according to claim 1298, wherein said Sig detectable 
non-radioactive moiety in said nucleotide (i) is covalently attached to said BASE at a 
position selected from the group consisting of the N* position when said pyrimidine 
comprises cytosine, the N^ position when said purine comprises adenine or 
deazaadenine, the N® position when said purine comprises guanine or deazaguanine, 
and combinations thereof. -- 

1336. (NEW) The process according to claim 1333, wherein in said nucleotide 

(ii) , PM is attached to said monosaccharide or furanose at a position independently 
selected from the group consisting of the 2', 3', and 5* positions, or any 
combination thereof, and BASE is attached to the 1 ' position of said furanose from 
the N1 position when BASE is a pyrimidine or the N9 position when BASE is a 
purine or 7-deazapurine, and Sig is covalently attached to SM directly or through a 
linkage group and such covalent attachment does not substantially interfere with 
double helix formation or nucleic acid hybridization. -- 

- 1337. (NEW) The process according to claim 1333, wherein in said nucleotide 

(iii) , PM is attached to said monosaccharide or furanose at a position independently 
selected from the group consisting of the 2', 3', and 5' positions, or any 
combination thereof, and BASE is attached to the 1 ' position of said 
monosaccharide or furanose from the N1 position when BASE is a pyrimidine or the 
N9 position when BASE is a purine or 7-deazapurine, and Sig is covalently attached 
to PM directly or through a linkage group and such covalent attachment does not 
substantially interfere with double helix formation or nucleic acid hybridization. -- 
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- 1338. (NEW) The process according to claim 1298, wherein said covalent 
attachment in nucleotide or nucleotide analog (iii) is selected from the group 
consisting of 

OH 

I 

-P-0- 



and 

OH 

I 

-P- 

II 

0 . -- 

-- 1339. (NEW) The process according to claim 1298, wherein PM is a mono-, di 
or tri-phosphate, and wherein said nucleotide or nucleotide analog (iii), the Sig 
detectable non-radioactive moiety is covalentiy attached to PM through a 
phosphorus or phosphate oxygen. - 

-- 1340, (NEW) The process according to claim 1298, wherein said covalent 
attachment in atay of nucleotides (i), (ii) or (iii) does not interfere substantially with 
^he characteristiAability of Sig to form a detectable signal. - 

-- 1341. (NEW) The process according to claim 1298, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises a member selected from 
the group consisting of an olefinic bond at the a-position relative to the point of 
attachment to the nucleotide, a -CH2NH- moiety, or both. -- 

1342. (NEW) The process according to claim 1298, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises an allylamine group. 
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- 1343. (NEW) The process according to claim 1298, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises or includes an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, or any 
of the moieties 

-CH = CH2-NH- , 
-CH = CH-CH2-NH- , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C-O , and -0- . 

- 1344. (NEW) The process according to claim 1298, wherein saia covaieni 
attachment in any of nucleotides or nucleotide analogs (i), (ii) or (iii) includes a 
giycosidic linkage moiety. -- 

- 1345. (NEW) The process according to claim 1298, wherein in any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) said Sig is covalently attached to 
BASE, SM or PM through a linkage group. -- 

" 1346. (NEW) The process according to claim 1345, wherein said linkage group 
contains an amine. -- 

-- 1347. (NEW) The process according to claim 1346, wherein said amine 
comprises a primary amine. 

1348. (NEW) The process according to claim 1345, wherein said linkage group 
does not substantially interfere with nucleic acid hybridization or double-stranded 
nucleic acid,formation. - 

- 1349. (NEW) The process according to claim 1345, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectablAsignal. -- 
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-- 1350. (NEW) The process according to claim 1298, wherein Sig comprises at 
least three carbon atoms. -- 

- 1351. (NEW) The process according to claim 1298, wherein said Sig detectaoie 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
three carbon atoms and at least one double bond. - 

- 1352. (NEW) The process according to claim 1298, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
four carbon atoms. - 

-- 1353. (NEW) The process according to claim 1298, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least five carbon atoms. -- 

1354. (NEW) The process according to claim 1353, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent. - 

-- 1355. (NEW) The process according to claim 1298, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least six carbon atoms. - 

-- 1356, (NEW) The process according to claim 1355, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent, ~ 

" 1357. (NEW) The process according to claim 1298, wherein Sig comprises a 
monosaccharide, polysaccharide or an oligosaccharide. - 

-- 1358. (NEW) The process according to claim 1298, wherein Sig comprises a 
U Nmember selected from the group consisting of biotin, iminobiotin, an electron dense 
^ oamponent, a magnet^ component, an enzyme, a hormone component, a metal- 
Containing component/a fluorescent component, a chemiluminescent component, 
an antigen, a hapten, an >antibody component and a chelating component. 
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- 1359. (NEW) The process according to claim 1358, wherein Sig comprises an 
electron dense component. -- 

1360. (NEW) The process according to claim 1359, wherein said electron dense 
component comprises ferritin. -- 

-- 1361. (NEW) The process according to claim 1358, wherein Sig comprises a 
magnetic component. - 

- 1362. (NEW) The process according to claim 1361, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 

-- 1363. (NEW) The process according to claim 1361, wherein said magnetic 
component comprises magnetic beads. - 

" 1364. (NEW) The process according to claim 1298, wherein Sig comprises a 
sugar residue and the sugar residue is complexed with or attached to a sugar 
binding protein or a polysaccharide binding protein. -- 

" 1365. (NEW) The process according to claim 1364, wherein the binding protein 
comprises a lectin. -- 

1366. (NEW) The process according to claim 1365, wherein the lectin 
comprises concanavalin A. -- 

-- 1367. (NEW) The process according to claim 1365, wherein said lectin is 
conjugated to ferritin. - 

-- 1368. (NEW) The process according to claim 1358, wherein Sig comprises an 
enzyme. - 

1369. (NEW) The process according to claim 1368, wherein said enzyme is 
selected from the group consisting of alkaline phosphatase, acid phosphatase, p- 
galactosidase, ribonuclease, glucose oxidase and peroxidase, or a combination 
thereof. 
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" 1370. (NEW) The process according to claim 1358, wherein Sig comprises a 
hormone. -- 

-- 1371. (NEW) The process according to claim 1358, wherein big comprises a 
metal-containing component. -- 

- 1372. (NEW) The process according to claim 1371, wherein said metal- 
containing component is catalytic. -- 

- 1373. (NEW) The process according to claim 1298, wherein said Sig detectable 
non-radioactive moiety comprises an indicator molecule. -- 

" 1374. (NEW) The process according to claim 1373, wherein said indicator 
molecule comprises an aromatic compound. ~ 

" 1375. (NEW) The process according to claim 1374, wherein said aromatic 
compound is heterocyclic. 

" 1376. (NEW) The process according to claim 1375, wherein said heterocyclic 
aromatic compound is fluorescent. - 

~ 1377. (NEW) The process according to claim 1376, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. -- 

- 1378. (NEW) The process according to claim 1377, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. - 

" 1379. (NEW) The process according to claim 1358, wherein Sig comprises a 
fluorescent component. - 

- 1380. (NEW) The process according to claim 1379, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. -- 
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- 1381. (NEW) The process according to claim 1380, wherein said fluorescent 
component comprises fluorescein. 



1382. (NEW) The process according to claim 1358 wherein Sig comprises a 
chemiluminescent component. -- 

- 1383. (NEW) The process according to claim 1358, wherein Sig comprises an 
antigenic or hapten component capable of complexing with an antibody specific to 
the component. - 



- 1384. (NEW) The process according to claim 1358, wherein Sig comprises an 
antibody component. - 

-- 1385. (NEW) The process according to claim 1358, wherein Sig comprises a 
chelating component. - 



-- 1386. (NBA/) The process according to claim 1373, wherein said indicator 
t^\ll?^\^\moiecule com\rises a member selected from the group consisting of a fluorescent 
j ^mponent, a crVemiluminescent component, and a chelating component, or a 
^ combination of any of the foregoing, -- 



-- 1387. (NEW) The process according to claim 1298, wherein any of nucleotide 
or nucleotide analogs (i), (ii) and (iii) are detectable by a means selected from the 
group consisting of a fluorescent measurement and a chemiluminescent 
measurement, or a combination thereof. -- 



-- 1388. (NEW) The process according to claim 1298, wherein Sig is detectable 
non-radioactively when the oligo- or polynucleotide is contained in a double- 
stranded ribonucleic or deoxyribonucleic acid duplex. - 



- 1389. (NEW) The process according to claim 1298, wherein Sig is detectable 
non-radioactively when it is attached to the nucleotide directly or through a linkage 
group. - 
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" 1390. (NEW) The process according to claim 1389, wherein said linkage group 
does not interfere substantially with the characteristic ability of Sig to form a 
detectable non-radioactive signal. 



"1391. (NEW) The process according to claim 1298, wherein Sig in said 
nucleotide (iii) is covalently attached to PM via the chemical linkage 



OH 

I 

-P-O- 



1392. (NEW) The process according to claim 1298, wherein Sig in said 
nucleotide (iii) is covalently attached to PM via the chemical linkage 



OH 



-P- 



J;\ " 1393. (NEW) The process according to claim 1298, wherein the oligo-or 
/polynucleotide is ternoinally llgated or attached to a polypeptide. - 

-- 1394. (NEW) The process according to claim 1 298, further comprising 
contacting the sample with a polypeptide capable of forming a complex with Sig 
and a moiety which can be detected when the complex is formed. - 



" 1395. (NEW) The process according to claims 1393 or 1394, wherein the 
polypeptide comprises a polylysine. - 

- 1396. (NEW) The process according to claims 1393 or 1394, wherein the 
polypeptide comprises at least one member selected from the group consisting of 
avidin, streptavidin or anti-Sig immunoglobulin. - 
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-- 1397, (NEW) Tine process according to claim 1394, wherein Sig comprises a 
ligand and the polypeptide comprises an antibody thereto. -- 

-- 1398. (NE^) The process according to claim 1394, wherein the moiety which 

can be detectedNwhen the complex is formed is selected from the group consisting 
\pf biotin, Iminobiofin, an electron dense component, a magnetic component, an 
^ 3nzyme, a hormone component, a metal-containing component, a fluorescent 

component, a chemilurnmescent component, an antigen, a hapten, an antibody 

component and a chelating, component. -- 

-- 1399. (NEW) The process according to claim 1298, wherein said detecting step 
is carried out directly. -- 

- 1400. (NEW) The process according to claim 1399, wherein said direct 
detection is carried out on one or more nucleotides or nucleotide analogs 
comprising indicator molecules. - 

-- 1401. iNEW) The process according to claim 1400, wherein said one or more 
^ndicator nn^ecules comprise fluoresceinated nucleotides. - 

" 1402. (NBA/) The process according to claim 1401, wherein said 
fluoresceinateo nucleotides or nucleotide analogs comprise fluoresceinated DNA. - 

-- 1403. (NEW) The process according to claim 1298, wherein said detecting step 
is carried out by means of a directly detectable non-radioactive signal provided by 
said Sig detectable non-radioactive moiety. - 

-- 1404. (NEW) The process according to claim 1403, wherein said detecting step 
the directly detectable non-radioactive signal comprises a member selected from the 
group consisting of a fluorogenic compound, a phosphorescent compound, a 
chromogenic compound, a chemiluminescent compound and an electron dense 
compound. ~ 
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- 1405. (NEW) The process according to claim 1403, wherein said detecting step 
the directly detectable signal is provided by an enzyme. 

-- 1406. (NEW) The process according to claim 1298, wherein said detecting step 
is carried out by means of a indirectly detectable non-radioactive signal provided by 
said Sig detectable non-radioactive moiety. - 

- 1407. (NEW) The process according to claim 1406, wherein said detecting step 
the indirectly detectable non-radioactive signal is selected from the group consisting 
of an antibody, an antigen, a hapten, a receptor, a ligand and an enzyme. 

-- 1408. (NEW) The process acj^ording to claim 1406, wherein said detecting step 
the indirectly detectable non-radu>^ve signal comprises a polynucleotide sequence 
capable of recognizing a signal-con|aYiing moiety. - 

- 1409. (NEW) The procAss according to claim 1298, wherein said Sig detectable 
Lnon-radioactive moiety is cabable of being detected by a member selected from the 
group consisting of an enzyn\atic measurement, a fluorescent measurement, a 
phosphorescent measurement! a chemiluminescent measurement, a calorimetric 
measurement, a microscopic nipasurement and an electron density measurement. 

" 1410. (NEW) The process according to claim 1255, further comprising one or 
more washing steps. - 
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\" 141 1 . (r)tW) A process for detecting a nucleic acid of interest in a sample, 
which proces^omprises the steps of: 

(A) providing: 
(I) \r\ oligo- or polynucleotide having two segments: 

(a) a first segment complementary lo anu t;dpciuio ui 
specifically hybridizing to a portion of said nucleic acid of 
, interest; and 

b) a second segment comprising at least one protein 
bidding nucleic acid sequence; and 
(ii) a detectable protein which is capable of binding to said protein 
binding nucleic aciil sequence; 

(B) contacting a sample\uspected of containing said nucleic acid of 
interest with said oligo- or polynucleotide (i) and said detectable protein (ii) to form 
a complex; 

(C) detecting non-radioactiveW the presence oT said protein in said 
complex and said nucleic acid of interesV - 

-- 1 41 2. (NEW) The process according to claim 1411, wherein the nucleic acid of 
interest comprises DNA, RNA or a DNA-RNA hybrid. -- 

1413. (NEW) The process according to claim 1411, wherein the nucleic acid of 
interest is double-stranded or single-stranded. -- 

-- 1414. (NEW) The process according to claim 1411, wherein the nucleic acid of 
interest has been rendered single-stranded. 

-- 1415. (NEW) The process according to claim 141 1, wherein the nucleic acid of 
interest is derived from an organism. - 

-- 1416. (NEW) The process according to claim 1415, wherein the living organism 
is selected from the group consisting of prokaryotes and eukaryotes. - 



^1 - 1417. (NEW) TIte process according to claim 1415, wherein said organism is 
<^jC^\B!ected from the gro\ip consisting of bacteria, fungi, viruses, yeast, mammals, and 



g/combination of any o\the foregoing. - 
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1418. (NEW) The process according to claim 1415, wherein said organism is 
living. -- 

- 1419. (NEW) The process according to claim 1411, wherein the sample is 
suspected of containing an etiological agent and the nucleic acid of interest is 
naturally associated with the etiological agent. - 

-- 1420. (NEW) The process according to claim 1419, wherein the sample is of 
human or animal origin and the etiological agent is selected from the group 
consisting of bacteria, virus and fungi. -- 

" 1 421 . (NEW) The process according to claim 1411, wherein said nucleic acid of 
interest are derived from a member selected from the group consisting of 
Streptococcus pyrogenes, Neisseria meningitides, Staphylococcus aureus, Candida 
albicans, Pseudomonas aeruginosa, Neisseria gonorrhoeae, Mycobacterium 
tuberculosis, and any combinations of the foregoing, 

-- 1422. (NEW) The process according to claim 1411, wherein said one or more 
oligo- or polynucleotides are derived from Neisseria gonorrhoeae. - 

-- 1423. (NEW) The process according to claim 141 1, wherein the sample 
comprises a bacterium suspected of containing a nucleic acid of interest which 
imparts resistance to an antibiotic and wherein the oligo- or polynucleotide 
comprises a polynucleotide complementary to the sequence of the bacterium which 
confers resistance to the antibiotic. - 

- 1424. (NEW) The process according to claim 1423, wherein when said 
bacterium is Steptococcus pyrogenes or Neisseria meningtidis, said antibiotic is 
penicillin, wherein when said bacterium is Staphylococcus aureus, Candida 
albicans, Pseudomonas aeruginosa. Streptococcus pyrogenes, or Neisseria 
gonorrhoea, said antibiotic is a tetracycline, and wherein when said bacterium is 
Mycobacterium tuberculosis, said antibiotic is an aminoglycoside. - 
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-- 1425. (NEW) The process according to claim 1424, wherein said bacterium is 
Neisseria gonorrhoeae and said antibiotic is selected from the group consisting of 
penicillin, tetracycline, aminoglycoside and combinations thereof, -- 



-- i^ZD. iiMtvv; ine process accoruing lo uiaini ihm, wnertjiii me sainpio is 
suspected of containing a nucleic acid of interest associated with a genetic disorder 
and wherein the oligo- or polynucleotide comprises a polynucleotide complementary 
to the nucleic acid associated with the genetic disorder. - 



-1427. (NEW) The process according to claim 141 1, wherein the sample is 
suspected of containing a nucleic acid of interest associated with thalassemia and 
wherein the oligo- or polynucleotide comprises a polynucleotide complementary to 
the nucleic acid which is absent in the thalassemic subjects. -- 



1423, (NEW) Tiic pfuucsB duuuiu'iiiy lu uidiiii 141 1, wiitsieiii sdiu piuuess is 

Utilized for chromosomal karyotyping which comprises contacting the sample with a 
series of the oligo- or polynucleotides (i) which are complementary to a series of 
known genetic sequences located on chromosomes. - 



" 1429. (NEW) The process according to claim 141 1, wherein said process is 
utilized to determine the number of copies of an individual chromosome in a 
sample. -- 

1 " 1430. (NEW) The process according to claim 141 1, wherein said at least one 
U^O >'^°^^'^ bindir\g nucleic acid sequence is selected from the group consisting of a 



promoter, a r^ressor and an inducer. - 



" 1431. (NEW) The process according to claim 1430, wherein said repressor 
comprises a lac repressor. -- 

. ~ 1432. (NEW) The process according to claim 141 1, wherein said at least one 
^ \ protein bindi\a nucleic acid sequence is covalently attached to said oligo- or 
^^\)lynucleotid^i) 
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1433. (NEW) The process according to claim 1432, wherein said covalent 
attachment comprises ligation. -- 

-- 1434.'\nEW) The process according to claim 1432, wherein said covalent 
attachment does not interfere substantially with the characteristic aDiiiiy ot sdiu 
detectable ptotein to bind to any hybrid formed between said oiigo- or 
^polynucleotide (i) and said nucleic acid of interest. -- 

"1435. (NEW)\The process according to claim 1432, wherein said covalent 
attachment does hot interfere substantially with the characteristic ability of said 
detectable protein \o be detected when bound to any hybrid formed between said 
oligo- or polynucleotide (i) and said nucleic acid of interest. - 

- 1436. (NEW) The process according to claim 1432, wherein said covalent 
attachment comprises a member selected trom tne group consisiiny uT cm ulofinic 
bond at the a-position relative to the point of attachment to the nucleotide, a 
CHjNH- moiety, or both. -- 

1437. (NEW) The process according to claim 1436, wherein said covalent 
attachment comprises an allylamine group. - 

"1438. (NEW) The process according to claim 1436, wherein said covalent 
attachment comprises or includes an olefinic bond at the a-position relative to the 
point of attachment to the nucleotide, or any of the moieties 

-CH = CHj-NH- , 
-CH = CH-CHj-NH- , 
-CH = CH-CH^-O- CHj- CH-NH- , 

I 

OH 

0 

II 

-S- ; -C-0 , and -0- . - 
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"1439. (NEW) The process according to claim 1432,wherein said covalent 
attachment includes a glycosidic linkage moiety. -- 

-- 1440. (NEW) The process according to claim 1432, wherein said protein 
binding sequence is covalently attached to any of the base, phosphate, or sugar 
moieties in said oligo- or polynucleotide. -- 

- 1441 , (NEW) The process according to claim 1440, wherein said covalent 
attachment is through a linkage group. - 

- 1442. (NEW) The process according to claim 1441, wherein said linkage group 
contains an amine. - 

- 1443. (NEW) The process according to claim 1442, wherein said amine 
comprises a primary amine. - 

- 1444. (NEW) The process according to claim 1441, wherein said linkage group 
does not substantially interfere with the binding of said non-radioactively detectable 
protein to said protein binding sequence. - 

- 1445, (NEW) The process according to claim 141 1 , wherein said non- 
radioactively detectable protein comprises a signaling component or indicator 
molecule. - 



1446. (NEW) The process according to claim 1445, wherein said signaling 
component or indicator molecule comprises at least three carbon atoms. - 



- 1447. (NEW) The process according to claim 1446, wherein said signaling 
component or indicator molecule comprises an aliphatic chemical moiety comprising 
at least three carbon atoms and at least one double bond. -- 



144a (NEW) The process according to claim 1446, Wherein said signaling 
^componeijt or indicator molecule comprises an aliphatic chemical moiety comprising 
carbon atoms. -- 



jW^Xcomponent or 
/&t least fou^^c 
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-- 1449. (NEW) The process according to claim 1446, wherein said signaling 
component or indicator molecule comprises an aromatic or cycloaliphatic group 
comprising at least five carbon atoms. - 

- 1450. (NEW) The process according to claim 1449, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent. -• 

- 1451. (NEW) The process according to claim 1446, wherein said signaling 
component or indicator molecule comprises an aromatic or cycloaliphatic group 
comprising at least six carbon atoms. -- 



- 1452. (NEW) The process according to claim 1451, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiluminescent. -- 



^ " 1453. (NEW) The process according to claim 1446, wherein signaling 
5^ ^cNcomponent or iKdicator molecule comprises a monosaccharide, polysaccharide or an 
oligosaccharide. - 



- 1454. fNEW) The process according to claim 1445, wherein said signaling 
component of indicator molecule comprises a member selected from the group 



y consisting of blotin, iminobiotin, an electron dense component, a magnetic 
(^^T / component, an e^yme, a hormone component, a metal-containing component, a 
fluorescent component, a chemiluminescent component, an antigen, a hapten, an 
antibody component Vid a chelating component. - 

-- 1455. (NEW) The process according to claim 1445, wherein said signaling 
component or indicator molecule comprises an aromatic compound. 



-- 1456. (NEW) The process according to claim 1455, wherein said aromatic 
compound is heterocyclic. -- 



- 1457. (NEW) The process according to claim 1456, wherein said heterocyclic 
aromatic compound is fluorescent. -- 
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- 1458. (NEW) The process according to claim 1457, wherein said fluorescent 
heterocyclic aromatic compounds is selected from the group consisting of 
fluorescein, rhodamine and dansyl. -- 

- 1459. (NEW) The process according to claim 1458^ wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. -- 

- 1460. (NEW) The process according to claim 1454, wherein said signaling 
component or indicator molecule comprises a chemiluminescent component. 

-- 1461 . (NEW) The process according to claim 1454, wherein said signaling 
component or indicator molecule comprises a chelating component. - 

-- 1462. (NEW) The process according to claim 141 1, wherein said non- 
radioactively detectable protein is detectable by a means selected from the group 
consisting of a fluorescent measurement and a chemiluminescent measurement, or 
a combination thereof. - 

-- 1463. (NEW) The process according to claim 1411, wherein said non- 
radioactively detectable protein is detectable when the oligo- or polynucleotide (i) is 
contained in a doubie-stranded ribonucleic or deoxyribonucleic acid duplex formed 
with said nucleic acid of interest. -- 

-- 1464. (NEW) The process according to claim 141 1, wherein said 
nonradioactively detectable protein is detectable when it is attached to said oligo- 
or polynucleotide (i) directly or through a linkage group. -- 

-- 1 465. (NEW) The process according to claim 1411, wherein said oligo- or 
polynucleotide (i) is contacted with said sample suspected of containing the nucleic 
acid of interest prior to forming a complex with said non-radioactively detectable 
protein. - 

-- 1466. (NEW) The process according to claim 141 1, wherein said detecting step 
is carried out directly. -- 
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" 1467. (NEW) The process according to claim 1466, wherein said direct 
detection of the non-radioactiveiy detectable protein is carried out on one or more 
signaling components or indicator molecules. -- 



- 1468. (NEW) The process according to claims 1467, wherein said direct 
detection step is carried out by a member selected from the group consisting of a 
,fluorogenlc compound, a phosphorescent compound, a chromogenic compound, a 
chemilumtnesc^\nt compound, an enzyme, a radioactive compound and an electron 
dense compouncv- 

-- 1469. (NEW) The process according to claim 141 1 , wherein said detecting step 
Is carried out indirectly. -- 



- 1470^^ (NEW) The process according to claim 1469, wherein said indirect 
detection\s carried out by a means selected from the group consisting of an 



antibody, art antigen, a hapten, a receptor, a ligand, an enzyme, a polynucleotide 
sequence capable of recognizing a signal-containing moiety, a compound capable of 
binding to an insoluble phase, and a combination of any of the foregoing. 

"1471. (NEW) The process according to claim 1411, wherein said 
nonradioactively detectable protein Is capable of being detected by a member 
selected from the grou\ consisting of an enzymatic measurement, a fluorescent 
measurement, a phosphorescent measurement, a chemiluminescent measurement, 
a calorimetric measurement\a microscopic measurement and an electron density 
measurement. -- 

- 1472. (NEW) The process according to claim 141 1, further comprising one or 
more washing steps. - 



\ 
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- 1473. (IyEW) a process for determining whether the number of copies of a 
particular chro(nosome in a cell is normal or abnormal, the process comprising the 
steps of: 

contacting baid cell under hybridizing conditions with one or more clones or 
DNA fragments, onoligo- or polynucleotides derived from said clone or clones, 
wherein said clones\or fragments or oligo- or polynucleotides are capable of 
hybridizing specificafly to a locus or loci of said particular chromosome or a portion 
thereof, wherein saidi^clones or fragments or oligo- or polynucleotides comprise one 
or more detectable modified or labeled nucleotides or nucleotide analogs, which 
nucleotide analogs car^ be attached to or coupled to or incorporated into DNA or 
RNA, and wherein said*.modified or labeled nucleotides or nucleotide analogs are 



selected from the group^consisting of: 

\ 

(i) a nucleotide \or nucleotide analog having the formula 

1 

\ PM-SM-BASE-Sig 

\ 

\ 

wherein \ 

\ 

PM is a phosphate mor^ty or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine, or a 7-deazapurine base moiety or an analog 
of any of the foregoing thereof, land 

Sig is a detectable non-racftoactive moiety, 
wherein PM is covalently attached to the SM, BASE is covalently attached to SM, 
and Sig is covalently attached to BASE at a position other than the C5 position 
when BASE Is a pyrimidine moiety o\an analog thereof, at a position other than the 
C8 position when BASE is a purine moiety or an analog thereof, and at a position 
other than the C7 position when BASE i^a 7-deazapurine moiety or an analog 
thereof; 
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(ii) a nucleotide or nucleotide analog having the formula 

\ Sig 

\ I 
\ PM-SM-BASE 

wherein \ 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar moiety or sugar analog, 

BASE is a base Tioiety or base analog, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalentlJ[ attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attachea to SM directly or through a linkage group; and 

(iii) a nucleotide dj[ nucleotide analog having the Tormuia 

\ Sig-PM-SM-BASE 

wherein \ 

PM is a phosphate moiew or phosphate analog, 
SM is a sugar moiety or sbgar analog, 
BASE is a base moiety or ftase analog, and 
Sig is detectable non-radioabtive moiety, 

wherein PM is covalently attached to SM, BASE is covalently attached to 
SM, and Sig is covalently attached tdPM directly or through a linkage group, 

to permit specific hybridization of said c\one or clones or DNA fragments or oligo- 
or polynucleotides to the locus or loci of laid particular chromosome; 

detecting non-radioactively any specirlcally hybridized clone or clones or DNA 
fragments or oligo- or polynucleotides, and determining the number of copies of 
said particular chromosome; and \ 
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comparing said determined number of copies of said particular chromosome 
with a number of copies of said particular chromosome determined for a normal cell 
containing said particular chromosome, and determining whether the number of 
copies of said particular chromosome in said cell is abnormal. - 

- 1474. (NEW) A process for identifying a chromosome of interest in a cell 
containing other chromosomes, the process comprising the steps of: 

providing a set of clones or DNA fragments, or oligo- or polynucleotides 
derived from said dona or clones, wherein said clones or fragments or oligo- or 
polynucleotides are specifically hybridizable to a locus or loci in said chromosome of 
Interest, wherein said clones or fragments or said oligo- or polynucleotides comprise 
one or more detectable modified or labeled nucleotides or nucleotide analogs, which 
nucleotide analogs can bfe attached to or coupled to or incorporated into DNA or 
RNA, and wherein said modified or labeled nucleotides or nucleotide analogs are 
selected from the group consisting of: 

(i) a nucleotide orViucleotide analog having the formula 

\ PM-SM-BASE-Sig 

wherein \ 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purinV or a 7-deazapurine base moiety, or a base 
analog of any of the foregoing, and \ 

Sig is a detectable non-radioactive moiety, wherein PM is covalently attached 
to SM, BASE is covalently attached to SIM, and Sig is covalently attached to BASE 
at a position other than the C5 position when BASE is a pyrimidine moiety or an 
analog thereof, at a position other than th« C8 position when BASE is a purine 
moiety or an analog thereof, and at a positibn other than the C7 position when 
BASE is a 7-deazapurine moiety or an analog thereof; 
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(ii) a nucleotide or nucleotide analog having the formula 

\ Sig 

\ I 
^ PM-SM-BASE 

wherein \ 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar Vnoiety or sugar analog, 

\ 

BASE is a baseljnoiety or base analog, and 

Sig is a detectati|e non-radioactive moiety, 
wherein PM is covalentky attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attache^ SM directly or through a linkage group; and 



(iii) a nucleotide pr nucleotide analog having the formula 
Sig-PM-SM-BASE 

wherein \ 

PM is a phosphate moiaty or phosphate analog, 
SM is a sugar moiety or sugar analog, 
BASE is a base moiety or Dase analog, and 
Sig is detectable non-radioQctive moiety, 

\ 

wherein PM is covalently attached t^,SM, BASE is covalently attached to SM, and 
Sig is covalently attached to PM direc\^y or through a linkage group; 

\ 

fixing the chromosomes from or in $aid cell; 

\ 

contacting said fixed chromosomes uncfer hybridizing conditions with said set 
of clones or DMA fragments or oligo- or polynucleotides, permitting specific 
hybridization of said set of clones or DNA fragments or oligo- or polynucleotides to 
said locus or loci in said chromosome of interest; 
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detectmg non-radioactively any of said clones or DNA fragments or oligo- or 
polynucleotide^ which have specifically hybridized to said locus or loci in said 
chromosome oAinterest, and obtaining a pattern of hybridizations between said set 
of clones or DN^ fragments or oligo- or polynucleotides and said chromosomes; 
and \ 

identifying sad chromosome of interest by means of said hybridization 
pattern obtained. - \ 

-- 1475. (NEW) A prAcess for identifying a plurality or all of the chromosomes in a 
cell of interest, the proAess comprising the steps of: 

providing sets of clbnes or DNA fragments, or oligo- or polynucleotides 
derived from said clones, )Wherein said clones or fragments or said oligo- or 
polynucleotides are capabli of hybridizing specifically to a locus or loci in a 
chromosome of said cell of Interest, wherein each of said clones or DNA fragments 
or oligo- or polynucleotides h said sets are labeled with a different indicator 
molecule and each of said dines or DNA fragments or oligo- or polynucleotides 
comprises one or more detectable modified or labeled nucleotides or nucleotide 
analogs, which nucleotide analbgs can be attached to or coupled to or incorporated 
into DNA or RNA, and wherein iaid modified or labeled nucleotide or nucleotide 
analog are selected from the group consisting of: 

(i) a nucleotide or nucleotide analog having the formula 

PM-SM-BASE-Sig 

wherein \ 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar analom 

BASE is a pyrimidine, a purine, or a 7-fleazapurine base moiety, or a base 
analog of any of the foregoing, and \ 

Sig is a detectable non-radioactive moietV 
wherein PM is covalently attached to SM, BASE covalently attached to SM, and 
Sig is covalently attached to BASE at a position ot\ier than the C5 position when 
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BASE is a pyrimidine or a pyrimidine analog, at a position other than the C8 position 
when BASE is a purine or a purine analog, and at a position other than the C7 
position when BASE is a 7-deazapurine or a 7-deazapurine analog thereof; 

(ii) a nucleotide or nucleotide analog having the formula 

Sig 

I 

PM-SM-BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar analog, 
BASE is a base moiety or base analog, and 
Sig is a detectable non-radioactive moiety, 

wherein PM is covalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to SM directly or through a linkage group; and 

(iii) a nucleotide or nucleotide analog having the formula 

Sig-PM-SM-BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar moiety or sugar analog, 

BASE is a base moiety or base analog, and 

Sig is detectable non-radioactive moiety, 
wherein PM is covalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attached to PM directly or through a linkage group; 

fixing the chromosomes from or in said cell; 

contacting said fixed chromosomes under hybridizing conditions with said 
sets of clones or DNA fragments or oligo- or polynucleotides, and permitting 
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specific hybridization of said sets of clones or DNA fragments or oHgo- or 
polynucleotides to the locus or loci in said chromosomes; and 

detecting noiVradioactively any of said different indicator molecules in said 
sets of clones or DN A fragments or oligo- or polynucleotides which have 
specifically hybridized ip the locus or loci in said chromosomes, and identifying any 
one of the chromosome^in said ceil of interest. -- 

-- 1476. (NEW) A proces^for determining the number of chromosomes in an 
interphase cell of interest, thJi process comprising the steps of: 

providing sets of clones 4r DNA fragments or oligo- or polynucleotides 
derived from said clones, whereiVi said set of clones or DNA fragments or oligo- or 
polynucleotides are specifically complementary to or specifically hybridizable with at 
least one locus or loci in a chromoiome of said interphase cell of interest and each 
of said clones or DNA fragments orloligo- or polynucleotides in said sets comprises 
one or more detectable modified or labeled nucleotides or nucleotide analogs, which 
nucleotide analogs can be attached tp or coupled to or incorporated into DNA or 
RNA, and wherein said modified or lapeled nucleotides or nucleotide analogs are 
selected from the group consisting of:\ 

(1) a nucleotide or nucleotide analog having the formula 

PM-SM-BASE-Sig 

wherein \ 

PM is a phosphate moiety or phosphare analog, 
SM is a sugar moiety or sugar analog, \ 

BASE is a pyrimidine, a purine, or a 7-deazapurine base moiety, or a base 
analog of any of the foregoing, and \ 

Sig is a detectable non-radioactive moiety, \ 
wherein PM is covalently attached to SM, BASE is tovalently attached to SM, and 
Sig is covalently attached to BASE at a position othir than the C5 position when 
BASE is a pyrimidine moiety or a pyrimidine analog, al a position other than the C8 
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position wl\en BASE is a purine or a purine analog, and at a position other than the 
C7 position when BASE is a 7-deazapurine or a 7-dea2apurine analog; 

(ii) a \iucleotide or nucleotide analog having the formula 

Sig 

I 

PM-SM-BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrinjidine, a purine or a 7-deazapurine base moiety, or a base 
analog of any of the foregoing, and 

Sig is a detectable non-radioactive moiety, 
wherein PM is covalently attached to SM, BASE is covalently attached to SM, and 
Sig is covalently attaches SM directly or through a linkage group; and 

(iii) a nucleotide c^r nucleotide analog, said nucleotide having the formula 
Sig-PM-SM-BASE 

wherein 

PM is a phosphate moietV or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine or a 7-deazapurine base moiety, or a base 
analog of any of the foregoing, and 

Sig is detectable non-radioac<<ve moiety, 
wherein PM is covalently attached toVthe SM, BASE is covalently attached to SM, 
and Sig is covalently attached to PM dVectly or through a linkage group; 

contacting said interphase cell under hybridizing conditions with said sets of 
clones or DNA fragments or oligo- or polynucleotides, and permitting specific 
hybridization of said sets of clones or DNA fragments or oligo- or polynucleotides to 
any of the locus or loci in said chromosomes; 
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detecting non-radioactively any of said sets of clones or DNA fragments or 
oligo- or polynucleotides specifically hybridized to the locus or loci in said 
chromosomes, to ©btain a pattern of generated signals; and comparing each 
generated signal wi^ other generated signals in said pattern, and determining tne 
number of chromosonies in said interphase cell of interest. -- 

1477. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said nucleotide analog can be attached terminally to DNA or RNA by 
means of an enzyme. - 

-- 1478. (NEW) The process according to claim 1477, wherein said enzyme 
comprises terminal transferase. -- 

1479. (NEW) The process according to any of claims 147;^, 14/4, 1475 or 
1476, wherein said nucleotide analog can be coupled to DNA or RNA by a coupling 
means selected from the group consisting of chemical coupling and enzymatic 
coupling. - 

-- 1480. (NEW) The process according to claim 1479, wherein said chemical 
coupling can caVied out by a chemical coupling means selected from the group 
consisting of carobdiimide, formaldehyde and formamide. -- 

- 1481, (NEW) The process according to claim 1479, wherein said enzymatic 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. -- 

-- 1482. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said incorporation comprises nick translation. - 

-- 1483. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said incorporation is carried out by means of a polymerizing 
enzyme. -- 
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- 1484. (NEW) The process according to claim 1483, wherein said polymerizing 
enzyme comprises a polymerase. - 

1485. (NEW) The process according to claim 1484, wherein said polymerase is 
selected from the group consisting ot una polymerase ana himm puiymoia&o. -- 

- 1486. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said phosphate moiety or phosphate analog is selected from the 
group consisting of a mono-phosphate, a di-phosphate, a tri-phosphate and a 
tetraphosphate. - 

- 1487. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein any of said nucleotides or nucleotide analogs (i), (ii) or (iii) comprise 
nucleoside mono-, di- or tri-phosphate. - 

" 1488. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said sugar moiety or sugar analog comprises a monosaccharide. -- 

-- 1489. (NEW) The process according to claim 1488, wherein said 
monosaccharide comprises a furanose. 

1490. (NEW) The process according to claim 1489, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. - 

-- 1491. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said base moiety or base analog BASE in any of said nucleotides (i), 

(ii) or (iii) is selected from the group consisting of a pyrimidine, a purine, a 7- 
deazapurine, and a combination of any of the foregoing. -- 

" 1492. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said sugar moiety or sugar analog SM comprises a monosaccharide 
or a furanose, and said base moiety or base analog BASE in nucleotides (i), (ii) or 

(iii) is selected from the group consisting of a pyrimidine, a purine, a 7-deazapurine, 
and a combination of any of the foregoing. -- 
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- 1493. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive moiety in said nucleotide (i) is 
covalently attached to said BASE at a position when BASE is a pyrimidine that is 
selected from the group consisting of the C2 position, the N3 position, the C6 
position, and combinations thereof, or is covalently attached to BASE at a position 
when BASE is a purine that is selected from the group consisting of the N1 
position, the C2 position, the N3 position, the C6 position, the N7 position, and 
combinations thereof. - 

- 1494. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive moiety in said nucleotide (i) is 
covalently attached to said BASE at a position selected from the group consisting 
of the N'* position when said pyrimidine comprises cytosine, the N^ position when 
said purine comprises adenine or deazaadenine, the N® position when said purine 
comprises guanine or deazaguanine, and combinations thereof. ~ 

~ 1495. (NEW) The process according to claim 1489, wherein in said nucleotide 

(ii) , PM is attached to said furanose at a position independently selected from the 
group consisting of the 2', 3', and 5' positions, or any combination thereof, and 
BASE is attached to the 1 ' position of said furanose from the N1 position when 
BASE is a pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, 
and Sig is covalently attached to SM directly or through a linkage group and such 
covalent attachment does net substantially interfere with double helix formation or 
nucleic acid hybridization. 

" 1496, (NEW) The process according to claim 1489, wherein in said nucleotide 

(iii) , PM is attached to said furanose at a position independently selected from the 
group consisting of the 2', 3', and 5' positions, or any combination thereof, and 
BASE is attached to the 1 ' position of said furanose from the N1 position when 
BASE is a pyrimidine or the N9 position when BASE is a purine or 7-deazapurine, 
and Sig is covalently attached to PM directly or through a linkage group and such 
covalent attachment does not substantially interfere with double helix formation or 
nucleic acid hybridization. - 
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- 1497. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said covalent attachment in nucleotide or nucleotide analog (iii) is 
selected from the group consisting of 

Uh 

I 

-P-0- 
0 

and 

OH 

I 

-P- 

il 

u . -- 

" 1498. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein PM is a mono-, di or tri-phosphate, and wherein said nucleotide or 
nucleotide analog (iii), the Sig moiety is covalently attached to PM through a 
phosphorus or phosphate oxygen. -- 

- 143^, (NEW) The process according to any of claims 1473, 1474, 1475 or 
\1476, wherein said covalent attachment in any of nucleotides (i), (ii) or (iii) does 
^ot interfere substantially with the characteristic ability of Sig to form a detectable 

signal. -- * 

- 1500. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said covalent attachment in any of nucleotides (i), (ii) or (iii) 
comprises a member selected from the group consisting of an olefinic bond at the 
a-position relative to the point of attachment to the nucleotide, a -CHjNH- 
moiety, or both. - 

-- 1501. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said covalent attachment in any of nucleotides (I), (ii) or (iii) 
comprises an allylamine group. - 
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1502. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said covalent attachment in any of nucleotides (i), (ii) or (iii) 
comprises or includes an olefinic bond at the a-position relative to the point of 
attachment to the nucleotide, or any of the moieties 

-CH = CH2-NH- , 
-CH = CH-CHj-NH" , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

„S- , -C-O , and -0- . -- 

- 1503. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said covalent attachment in any of nucleotides or nucleotide analogs 
(i), (ii) or (iii) includes a glycosidic linkage moiety. -- 

- 1504, (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein in any of said nucleotides or nucleotide analogs (i), (ii) or (iii) said 
Sig is covalently attached to BASE, SM or PM through a linkage group. - 

" 1505. (NEW) The process according to claim 1504, wherein said linkage group 
contains an amine. -- 

- 1506. (NEW) The process according to claim 1505, wherein said amine 
comprises a primary amine. - 

- 1507. (View) The process according to claim 1504, wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
of the detectatple signal. - 

1508. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein Sig comprises at least three carbon atoms. - 
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-- 1509. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive moiety comprises an aliphatic 
chemical moiety comprising at least three carbon atoms and at least one double 
bond. - 

"1510. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive moiety comprises an aliphatic 
chemical moiety comprising at least four carbon atoms. -- 

-- 1511. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive moiety comprises an aromatic or 
cycloaliphatic group comprising at least five carbon atoms. - 

" 1512. (NEW) The process according to claim 1511, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiiuminescent. - 

1513. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive moiety comprises an aromatic or 
cycloaliphatic group comprising at least six carbon atoms. -- 

- 1514. (NEW) The process according to claim 1513, wherein said aromatic or 
cycloaliphatic moiety is fluorescent or chemiiuminescent. - 

" 1515. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein Sig comprises a monosaccharide, polysaccharide or an 
oligosaccharide. 

"1516. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein Sig Vomprises a member selected from the group consisting of 
biotin, iminobiotin, ai\ electron dense component, a magnetic component, an 
enzyme, a hormone coVnponent, a metal-containing component, a fluorescent 
component, a chemilum\nescent component, an antigen, a hapten, an antibody 
component and a chelatirrg component. - 
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- 1517. (NEW) The process according to claim 1516, wherein Sig comprises an 
electron dense component. - 

- 1518. (NEW) The process according to claim 1516, wherein said electron dense 
component comprises Terrixin. 

" 1519. (NEW) The process according to claim 1516, wherein Sig comprises a 
magnetic component. - 

1520. (NEW) The process according to claim 1519, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 

- 1521, (NEW) The process according to claim 1519, wherein said magnetic 
con^ponent comprises magnetic beads. - 

- 1522. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein Sig comprises a sugar residue and the sugar residue is completed 
with or attached to a sugar binding protein or a polysaccharide binding protein, - 

-- 1523. (NEW) The process according to claim 1522, wherein the binding protein 
comprises a lectin. -- 

" 1524. (NEW) The process according to claim 1523, wherein the lectin 
comprises concanavalin A. - 

- 1525. (NEW) The process according to claim 1523, wherein said lectin is 
conjugated to ferritin. -- 

-- 1526. (NEW) The process according to claim 1516, wherein Sig comprises an 
enzyme. -- 

1527, (NEW) The process according to claim 1526, wherein said enzyme is 
selected from the group consisting of alkaline phosphatase, acid phosphatase, 
galactosidase, ribonuclease, glucose oxidase and peroxidase, or a combination 
thereof. - 
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" 1528. (NEW) The process according to claim 1516, wherein Sig comprises a 
hormone. -- 

- 1529. (NEW) The process according to claim 1516, wherein big comprises a 
metal-containing component. - 

" 1530. (NEW) The process according to claim 1 529, wherein said metal- 
containing component Is catalytic. -- 

" 1531. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive moiety comprises an indicator 
molecule. -- 

" 1532. (NEW) The process according to claim 1531, wherein said inaicator 
molecule comprises an aromatic compound. 

- 1533. (NEW) The process according to claim 1532, wherein said aromatic 
compound is heterocyclic. -- 

" 1534. (NEW) The process according to claim 1533, wherein said heterocyclic 
aromatic compound is fluorescent. 

-- 1535. (NEW) The process according to claim 1534, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine, dansyl, and a combination of any of the foregoing. -- 

" 1536. (NEW) The process according to claim 1535, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. - 

" 1537. (NEW) The process according to claim 1516, wherein Sig comprises a 
fluorescent component. - 
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-- 1538. (NEW) The process according to claim 1537, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamlne and 
dansyl. - 

- 1539. (NbW) me process accurumy lu uiami \ZZZ, wi.u.v.;.. ^^iJ ww,:.":t 
component comprises fluorescein. -- 

1540. (NEW) The process according to claim 1516, wherein Sig comprises a 
chemiluminescent component. 

-- 1 541 . (NEW) The process according to claim 1516, wherein Sig comprises an 
antigenic or hapten component capable of completing with an antibody specific to 
the component. - 

- 1b4Z. (Ntw) Tne process duuuiuiny to ulaim wherein Sig comprises an 
antibody component. - 

- 1543. (NEW) The process according to claim 1516, wherein Sig comprises a 
chelating component. -- 

-- 1544. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said Sig detectable non-radioactive, moiety comprises an indicator 
molecule. - 

- 1545. (NEW) The process according to claim 1 544, wherein said indicator 
molecule comprises a member selected from the group consisting of a fluorescent 
\omponent, a cnemiiuminescent component, and a chelating component, or a 
^mbination of an\of the foregoing. - 

-- 1546. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein any of nucleotide or nucleotide analogs (i), (ii) and (iii) are detectable 
by a means selected from the group consisting of a fluorescent measurement and a 
chemiluminescent measurement, or a combination thereof. -- 
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" 1547. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein Sig Is detectable when the oligo- or polynucleotide is contained in a 
double-stranded ribonucleic or deoxyribonucleic acid duplex. - 

- 1£)4b. (Ntwj I ne process accoraing Lo any ui uidiiiib it/o, i t7*t, i^tT;!) ui 
1 476, wherein Sig is detectable when it is attached to the nucleotide directly or 
through a linkage group. - 

1549. (NEW) The process according to claim 1548, wherein said linkage group 
does not interfere substantially with the characteristic ability of Sig to form a 
detectable signal. - 

--1550. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein Sig in said nucleotide (iii) is covalently attached to PM via the 
chemical linkage 

OH 
-P-0- 



"1551. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein Sig in said nucleotide (iii) is covalently attached to PM via the 
chemical linkage 

OH 

I 

-P- 

ii 

0 . 

- 1552. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein the oligo-or polynucleotide is terminally ligated or attached to a 
polypeptide. 
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- 1553. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, further comprising contacting the sample with a polypeptide capable of 
forming a complex with Sig and a moiety which can be detected when the complex 
is formed. - 

1554. (NEW) The process according to claim 1552, wherein the polypeptide 
comprises a polylysine. - 

- 1555. (NEW) The process according to claim 1553, wherein the polypeptide 
comprises a polylysine. - 

- 1556. (NEW) The process according to claim 1552, wherein the polypeptide 
comprises at least one member selected from the group consisting of avidin, 
streptavidin or anti-Sig Immunoglobulin. -- 

1557. (NEW) The process according to claim 1553, wherein the polypeptide 
comprises at least one member selected from the group consisting of avidin, 
streptavidin or anti-Sig immunoglobulin. -- 

" 1558. (NEW) The process according to claim 1553, wherein Sig comprises a 
ligand and the polypeptide comprises an antibody thereto. - 

" 1559. (NEW) \tie process according to claim 1553, wherein the moiety which 
Van be detected whVi the complex is formed is selected from the group consisting 
o\ biotin, iminobiotin,^n electron dense component, a magnetic component, an 
^zyme, a hormone corr^ponent, a metal-containing component, a fluorescent 
component, a chemiluminescent component, an antigen, a hapten, an antibody 
component and a cheiatingicomponent. -- 

-- 1560. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said detecting step is carried out directly. - 

-- 1561. (NEW) The process according to claim 1560, wherein said direct 
detection is carried out on one or more indicator molecules. - 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 7, 1995 

Page 145 [Amendment Under 37 C.F.R. §1.115 (In Response 

To The November 23, 1999 Office ActionI - May 23, 2000] 



^ ^1562. (NEW) Th« process according to claim 1561, wherein said one or more 
^^^^ indicator molecules c^»^rise fluoresceinated nucleotides. - 

" 1563. (NEW) The prociss according to claim 1 00^, wntKtjii I :>a.u 
fluoresceinated nucleotides W nucleotide analogs comprise fluoresceinated DNA. - 

-- 1564. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said detecting step is carried out by means of a directly detectable 
signal provided by said Sig detectable non-radioactive moiety. - 

1565. VjEW) The process according to claim 1564, wherein said detecting step 
^ \ is carried o\t by means of a member selected from the group consisting of a 
S^^^Vfluorogenic compound, a phosphorescent compound, a chromogenic compound, a 
"^"^ ^ cherniluminescVnt compound and an electron dense curupuurid. - 



-- 1566. (NEW) The process according to claim 1564, wherein said detecting step 
the directly -detect^le signal is provided by an enzyme. - 

- 1567. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, wherein said detecting step is carried out by means of a indirectly detectable 
signal provided by said Sig detectable non-radioactive moiety. - 

" 1568. (NEW) The process according to claim 1567, wherein said detecting step 
the indirectly detectable non-radioactive signal is provided by a member selected 
from the group consisting of an antibody, an antigen, a hapten, a receptor, a ligand 
and an enzyme. - 

~ 1 569. (NEW) The process accordiVigto claim 1567, wherein said detecting step 
the indirectly detectable non-radioactlv* signal is provided by a polynucleotide 
sequence capable of recognizing a sigriaKcontaining moiety. - 
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1570. (NEW) tU process according to any of claims 1473, 1474, 1475 or 
1476, wherein said big detectable non-radioactive moiety is capable of being 
^detected by a memb^ selected from the group consisting of an enzymatic 
measurement, a fluorescent measurement, a phosphorescent measurement, a 
cherniluminescent mea^rement, a calorlmetric measuremonL, a nu^.^u^^r..- 
measurement and an electron density measurement. 

--1571. (NEW) The process according to any of claims 1473, 1474, 1475 or 
1476, further comprising one or more washing steps. - 

-- 1572. (NEW) The process according to claim 1473, wherein said one or more 
^lones or DNA fra*nents or oligo- or polynucleotides derived from clone or clones 
are derived from saiJi particular chromosome. -- 

1573. (N)cW) The process according to claim 1475, wlicioln aach of zz\i. set of 
Vclones or DN^fragments or oligo- or polynucleotides is labeled with the same 

indicator molecule. -- 

1574. (NEW) The process according to any of claims. 1473, 1474 or 1475, 
wherein said detecting step is carried out by a means selected from the group 
consisting of manual means and automatic means. - 

-- 1 575. (NEW) The process according to claim 1 574, wherein said manual means 
comprises visualization. -- 

" 1576. (NEW) The process according to claim 1574, wherein said automatic 
means comprises computerized automatic karyotyping. - 

" 1577. (NEW) The process according to claim 1476, wherein each of said sets 
of clones or DNA fragments or oligo- or polynucleotides is labeled with the same 
indicator molecule. - 

-- 1578. (NEW) The process according to claim 1476, wherein each of said sets 
of clones or DNA fragments or oligo- or polynucleotides is labeled with a different 
indicator molecule. - 
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- 1579. (NEW) The process according to claim 1476, wherein said detecting and 
determining step is carried out by a means selected from the group consisting of 
manual means and automatic means. -- 

1580. (NEW) The process according to claim 1579, wherein said manual means 
comprises visualization. 

- 1581 . (NEW) The process according to claim 1 579, wherein said automatic 
means comprises computerized automatic karyotyping. - 

15^. (NEW) A process for preparing a detectable non-radioactively labeled 
^iJ^X otigo- oNiJolynucleotide of interest, comprising the steps of: 
^T/^/A) providing either: 

11) one or more detectable chemically modified or iabeicsu 
nucleotioes or nucleotide analogs, which nucleotide analogs can be attached 
to or couplXd to or incorporated into DNA or RNA or an oligo- or 
polynucleotiote of interest, alone or in conjunction with one or more other 
modified or unmodified nucleic acids selected from the group consisting of 
nucleotides, oiigotaucleotides and polynucleotides, wherein said other 
modified or unmodi^ed nucleic acids are capable of Incorporating into an 
oligo- or polynucleotide of interest, and wherein said chemically modified or 
labeled nucleotides or nucleotide analogs comprise one or more signaling 
moieties which are capabl)^ of providing directly or indirectly a detectable 
non-radioactive signal; or 

(2) an oligo- or polynucleotide of interest comprising one or more 
said detectable chemically modifiedvor labeled nucleotides or nucleotide 
analogs, alone or in conjunction with\)ne or more other modified or 
unmodified nucleic acids selected from \he group consisting of nucleotides, 
oligonucleotides and polynucleotides; \ 

wherein said chemically modified or labeled nucleotides or nucleotide analogs have 
been modified or labeled on at least one of the sugarVnoiety, the sugar analog, the 
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phosph^e moiety, the phosphate moiety, the base moiety or the base analog, and 
are selected from the group consisting of: 

(i) \ 

\. 

\ PM-SM-BASE-Sig 

\^ 

wherein \ 
PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety o^sugar analog, 

BASE is a pyrimidine, a purine or a 7-deazapurine base moiety, or a base analog of 

any of the foregoing, and 

Sig is a detectable non-radioactive moiety, and 

wherein PM is covalently attached to SM, BASE is covalently attached to 
bM, ana Sig is covaientiy auauneu iu BASE uiicutiy or throuyh a linkage grOup at a 
position other than the C5 position when BASE is a pyrimidine moiety or an analog 
thereof, at a position other than the C8 position when BASE is a purine moiety or 
an analog thereof, and at a position o^ther than the C7 position when BASE is a 7- 
deazapurine moiety or an analog thereof; 

(ii) 

Sig 

I 

pm-sm-bAse 

wherein 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine or a 7-deazapurine base ntpiety, or a base analog of 
any of the foregoing, and \ 
Sig is a detectable non-radioactive moiety, and \ 

wherein said PM is covalently attached to SM, said BASE is covalently 
attached to SM, and Sig is covalently attached to SM directly orVthrough a linkage 
group; and \ 
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wherein\ 

PM is a phosphJrte moiety or phosphate analog, 
SM Is a sugar morbty or sugar analog, 

BASE is a pyrimidink d purine or a 7-deazapurine base moiety, or a base analog of 

any of the foregoing, and 

SIg. is detectable non-raCHoactive moiety; and 

wherein PM is covalWitly attached to SM, BASE is covalently attached SM, 
and Sig is covalently attacheXto PM directly or through a linkage group; and 

saia oiigo- or poiynucieoiiue oi iiuBuj&L, anu 

(B) either incorporating said one or more modified or labeled nucleotides or 
nucleotide analogs (A)(1) into said oligo- onpolynucleotide, and preparing a labeled 
oligo- or polynucleotide of interest, or preparing said oligo- or polynucleotide of 
interest from said oligo- or polynucleotide recitedSin step (A)(2) above. -- 

" 1583. (NEW) The process according to claim 1582, wherein said oligo- or 
polynucleotide of interest is derived from an organism, 

- 1584. (NEW) The process according to claim 1583, wherein said organism is 
living. - 

" 1585. (NEW) The process according to claims 1583 or 1584, wherein the 
organism is selected from the group consisting of prokaryotes and eukaryotes. 

" 1586. (NEW) The process according to claim 1585, wherein said organism 
comprises a eukaryote. -- 

- 1587. (NEW) The process according to claim 1586, wherein said eukaryotic 
oligo- or polynucleotide of interest is contained within a chromosome. - 




Sig-PM-SM-BASE 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 1, 1995 

Page 1 50 [Amendment Under 37 C.F.R. §1.115 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 



- 1588. (NEW) The process according to claim 1586, wherein said eukaryote 
comprises a mammal. -- 

- 1589. (NtW) ihe process accorainy lu uidim luou, wi.oi,^;,. 

oligo- or polynucleotide of interest is contained within a chromosome. - 

-- 1590. (NEW) The process according to claim 1588, wherein said mammal 
comprises a human being, - 

-- 1 591 . (NEW) The process according to claim 1 590, wherein said human oligo- 
or polynucleotide of interest is contained within a chromosome. - 

-- 1592. (NEW) The process according to claim 1591, wherein said human 
chromosomal oiigo- or puiyuuuleullub of interest is part of c huTTian gene library ~ 

- 1593. (NEW) The process according to claim 1592, wherein said living 
organism is selected from the group consisting of bacteria, fungi, viruses, yeast, 
mammals, and a combination of any of the foregoing. - 

-- 1594. (NEW) The process according to claim 1 584, wherein said living 
organism comprises a mammal. -- 

1595. (NEW) The process according to claim 1594, wherein said mammal 
comprises a human being. -- 

1596. (NEW) The process according to claim 1 582, wherein said incorporating 
step is carried out using an enzyme. - 

-- 1597. (NEW) The process according to claim 1596, wherein said enzyme 
comprises a polymerase. - 

- 1598. (NEW) The process according to claim 1597, wherein said polymerase 
comprises DNA polymerase. -- 
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- 1599. (NEW) TheVocess according to claim 1582, wherein said nuceotide 
finalog can be attached\erminally to DNA or RNA by means of an enzyme. - 

" 1600. (NEW) The process according to claim 1599, wherein said enzyme 
comprises terminal transrerase. -- 

•- 1 601 . (NEW) The process according to claim 1 582, wherein said nucleotide 
analog can be coupled to DNA or RNA by a coupling means selected from the group 
consisting of chemical coupling and enzymatic coupling. -- 



1602. (NEW) TPye process according to claim 1601, wherein said chemical 
coupling can be carrfed out by a chemical coupling means selected from the group 
U ^consisting of carbodiimide, formaldehyde and formamide. - 

- 1603. (NEW) I he process accordiny Lu ulairrr 1C01, 'vvhcrcin eaid e.nzyrr?t'c 
coupling can be carried out by an enzymatic coupling means selected from the 
group consisting of DNA ligase and RNA ligase. - 

- 1604. (NEW) The process according to claim 1582, wherein said incorporation 
comprises nick translation. -- 

-- 1605. (NEW) The process according to claim 1582 or 1604, wherein said 
incorporation is carried out by means of a polymerizing enzyme. - 

- 1606. (NEW) The process according to claim 1605, wherein said polymerizing 
enzyme comprises a polymerase. -- 

-- 1607. (NEWr^fhreprocess according to claim 1606, wherein said polymerase is 
selected from the group consisting of DNA polymerase and RNA polymerase. 

- 1608. (NEVw The process according to claim 1582, wherein said one or more 
chemically modnUed nucleotides or said other modified or unmodified nucleic acids 

^^y^omprise a nucleoside di- or tri-phosphate. -- 
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- 1609. (NEW) The process according to claim 1582, wherein said incorporating 
step is template dependent or template independent. 

1610. (NEW) The process according to claim 1609, wherein said incorporating 
step is template dependent. -- 

j\ - 1 61 1 . (NEWmhe process according to claim 1 582, wherein said labeled oligoor 
Yolynucieotide of Interest prepared by said incorporating step comprises at least 
' one internal modified nucleotide. - 

- 1612. (NEW) The process according to claim 1582, wherein said labeled oligo- 
or polynucleotide of interest prepared by said incorporating step comprises at least 
one terminal modified nucleotide. - 

- 1613. (NEW) The process accoKdinoXo claim IbbZ, wnerein said iducled oligo- 
or polynucleotide prepared by saidwfiiprporating step comprises at least one internal 
modified nucleotide and at least one(te\minal modified nucleotide. - 

" 1614. (NEW) The process according to claim 1582, wherein said phosphate 
moiety or phosphate analog is selected from the group consisting of a 
monophosphate, a di-phosphate, a tri-phosphate and a tetra-phosphate. - 

"1615. (NEW) The process according to claim 1 582, wherein any of said 
nucleotides or nucleotide analogs (i), (ii) or (iii) comprise a nucleoside mono-, di- or 
tri-phosphate. 

" 1616. (NEW) The process according to claim 1582, wherein said sugar moiety 
or sugar analog comprises a monosaccharide. - 

1617. (NEW) The process according to claim 1616, wherein said 
monosaccharide comprises a furanose. - 

" 1618. (NEW) The process according to claim 1617, wherein said furanose is 
selected from the group consisting of ribose, deoxyribose and dideoxyribose. - 
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1 619. (NEW) The process according to claim 1 582, wherein in said chemically 
modified nucleotides or nucleotide analogs (i) Sig is covalently attached to said 
BASE at a position when BASE is a pyrimidine or pyrimidine analog that is selected 
from the group consisting of the C2 position, the N3 position, the C6 position, and 
combinations thereof, or is covalently attached to dmoc di a p^^.^.v... 1'''^^ 

a purine or purine analog that is selected from the group consisting of the N1 
position, the C2 position, the N3 position, the C6 position, the N7 position, and 
combinations thereof. -- 

1620. (NEW) The process according to claim 1582, wherein in said chemically 
modified nucleotides or nucleotide analogs (i) Sig is covalently attached to said 
BASE at a position selected from the group consisting of the N* position when said 
pyrimidine or pyrimidine analog comprises cytosine or a cytosine analog, the N^ 
position when said purine or purine analog comprises adenine, an adenine analog, or 
deazaadenine, the N^ position when said purine cuninniea guanine cr de??«nnanine. 
and combinations thereof. 

- 1621. (NEW) The process according to claim 1582, wherein said base moiety 
or base analog BASE in nucleotides (i), (ii) or (ili) or both is selected from the group 
consisting of a pyrimidine, a pyrimidine analog, a purine, a purine analog, a 7- 
deazapurine, a 7-deazapurine analog, and a combination of any of the 
foregoing. -- 

- 1622. (NEW) The process according to claim 1582, wherein said sugar moiety 
or sugar analog SM comprises a monosaccharide or a furanose, and said base 
moiety or base analog BASE in nucleotides (i), (ii) or (lii) or both is selected from the 
group consisting of a pyrimidine, a pyrimidine analog, a purine, a purine analog, a 7- 
deazapurine, a 7-deazapurine analog, and a combination of any of the foregoing. - 

" 1623. (NEW) The process according to claim 1582, wherein in said 
incorporating step, Sig in the nucleotide (i) is covalently attached to BASE through 
a linkage group. 
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-- 1624. (NEW) The process according to claim 1623, wherein said linkage group 
\joes not substantially interfere with formation of the signaling moiety or detection 



6"^/ A 

-^of the detectable agnal. - 



" 1625. (NEW) I he process auuuiuiny tu ^i^n.. \ ZZZ, „:.::::.- r-^-^ ':"i">-- r,rrM,n 
contains an amine. -- 



" 1626. (NEW) The process according to claim 1625, wherein said amine 
comprises a primary amine. - 

" 1627. (NEW) The process according to claim 1582, wherein in said 
incorporating step, Sig in the nucleotide (ii) is covalently attached to SM through a 
linkage group. - 

\ _ 

-- 1b2b. imtvv'i I he prut;D&o accordir.g tc claim 1627, wh«rpin said linkage group 
5\l^ \ does not substantially interfere with formation of the signaling moiety or detection 
^of the detec^ble signal. - 

1629. (NEW) The process according to claim 1627, wherein said linkage group 
contains an amine. - 

" 1630. (NEW) The process according to claim 1 629, wherein said amine 
comprises a primary amine. - 

" 1 631 . (NEW) The process according to claim 1 582, wherein in said 
incorporating step, Sig in the nucleotide (iii) is covalently attached to PM through a 
linkage group. - 



\\\ 



1 632. (NEW) The process according to claim 1 631 , wherein said linkage group 
does not substantially interfere with formation of the signaling moiety or detection 
bf the detectable signal. 

- 1633. (NEW) The process according to claim 1631, wherein said linkage group 
contains an amine. -- 
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- 1634. (NEW) The process according to claim 1633, wherein said amine 
comprises a primary amine, 

- 1635. (NEW) The process according to claim 1617, wherein in said nucleotide 

, . ^ • • «„loo+iaH frnm thfi 

(ii) , PM is attached to said turanose ai d puaiLiu.. „.^^t 1 

group consisting of the 2', 3', and 5' positions, or any combination thereof, and 
BASE is attached to the 1 ' position of said furanose from the N1 position when 
BASE is a pyrimidine or a pyrimidine analog, or the N9 position when BASE is a 
purine, a purine analog, 7-deazapurine, or a 7-deazapurine analog, and Sig is 
covalently attached to SM directly or through a linkage group and such covalent 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. - 

- 1636. (NEW) The process according to claim 1617, wherein in said nucleotide 

(iii) , PM is attached to said furanucc at a pociticn indenenHpntly selected from the 
group consisting of the 2', 3', and 5' positions, or any combination thereof, and 
BASE is attached to the 1 ' position of said furanose from the N1 position when 
BASE is a pyrimidine or a pyrimidine analog, or the N9 position when BASE is a 
purine, a purine analog, 7-deazapurine, or a 7-deazapurine analog, and Sig is 
covalently attached to PM directly or through a linkage group and such covalent 
attachment does not substantially interfere with double helix formation or nucleic 
acid hybridization. - 
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- 1637. (NEW) The process according to claim 1582, wherein said covalent 
attachment in nucleotide or nucleotide analog (iii) is selected from the group 
consisting of 



un 



-P-0- 



and 



OH 

I 

-P- 

N 

0 . -- 



" 1638. (NEW) The process according to claim 1582, wherein PM is a mono-, di 
or tri-phosphate, and wherein in said nucleotide or nucleotide analog (iii), the Sig 
moiety is covalently attached to PM through a phosphorus or phosphate oxygen. - 

-- 1639. (NEW) The process according to claim 1582, wherein said covalent 
\attachment in ^y of nucleotides (i), (ii) or (iii) does not interfere substantially with 
y\e characteristi\ ability of Sig to form a detectable signal. - 

-- 1640. (NEW) The process according to claim 1 582, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises a member selected from 
the group consisting of an olefinic bond at the a-position relative to the point of 
attachment to the nucleotide, a -CH2NH- moiety, or both. 

1641 . (NEW) The process according to claim 1582, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (Iii) comprises an allylamine group. - 
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- 1642. (NEW) The process according to claim 1582, wherein said covalent 
attachment in any of nucleotides (i), (ii) or (iii) comprises or includes an olefinic 
bond at the a-position relative to the point of attachment to the nucleotide, or any 
of the moieties 



-CH = CH2-NH- , 
-CH = CH-CH2-NH- , 
-CH = CH-CH2-O- CH2- CH-NH- , 

I 

OH 

0 

II 

-S- , -C-O , and -0- . -- 



"1643. (NEW) The process according to claim 1582, wherein said covalent 
attachment in any of nucleotides or nucleotide analogs (i), (ii) or (iii) Includes a 
glycosidic linkage moiety. - 

- 1644. (NEW) The process according to claim 1 582, wherein in said nucleotides 
or nucleotide analogs (i), (ii) or (iii), Sig is covalently attached to BASE, SM or PM 
through a linkage group. 

" 1645. (NEW) The process according to claim 1644, wherein said linkage group 
contains an amine. -- 

- 1646. (NEW) The process according to claim 1645, wherein said amine 
comprises a primary amine. - 

-- 1647. (ViEW) The process according to claim 1645, wherein said linkage group 
\joes not s Jbstantiaily interfere with formation of the signaling moiety or detection 
if the detectlable signal. - 

1648. (NEW) The process according to claim 1582, wherein said Sig comprises 
at least three carbon atoms. - 
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-- 1649. (NEW) The process according to claim 1582, wherein said Sig detectable 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
three carbon atoms and at least one double bond. - 

1650. (NEW) The process according to ciaini luo^, wi.w.^m. s^^'.J. Zl~ 
non-radioactive moiety comprises an aliphatic chemical moiety comprising at least 
four carbon atoms. -- 

-- 1651. (NEW) The process according to claim 1582, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least five carbon atoms. - 

- 1652. (NEW) The process according to claim 1651, wherein said heterocyclic 
aromatic compound is fluorescent. -- 

" 1653. (NEW) The process according to claim 1 582, wherein said Sig detectable 
non-radioactive moiety comprises an aromatic or cycloaliphatic group comprising at 
least six carbon atoms. - 

" 1654. (NEW) The process according to claim 1653, wherein said heterocyclic 
aromatic compound is fluorescent. - 

" 1655. (NEW) The process according to claim 1582, wherein said Sig comprises 
a monosaccharide, polysaccharide or an oligosaccharide. -- 

~ 1656. (NEW) The process according to claim 1582, wherein said Sig comprises 
\ a member selected from the group consisting of biotin, iminobiotin, an electron 
JjXlense componVit, a magnetic component, an enzyme, a hormone component, a 
/ netal-containing\component, a fluorescent component, a chemiluminescent 

component, an an\igen, a hapten, an antibody component and a chelating 

component. - 

- 1657. (NEW) The process according to claim 1656, wherein said Sig comprises 
an electron dense component. - 
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-- 1658. (NEW) The process according to claim 1657, wherein said electron dense 
component comprises ferritin. -- 

" 1659. (NEW) The process according to claim 1656, wherein said Sig comprises 
a magnetic component. - 

1660. (NEW) The process according to claim 1659, wherein said magnetic 
component comprises magnetic oxide or magnetic iron oxide. - 

1 661 . (NEW) The process according to claim 1 659, wherein said magnetic 
component comprises magnetic beads. - 

1662. (NEW) The process according to claim 1582, wherein said Sig comprises 
a sugar residue and the sugar residue is complexed with or attached to a sugar 
binding protein or a poiysaccharido Lpinuiriy protc;.". 

1663. (NEW) The process according to claim 1662, wherein the binding protein 
comprises a lectin. -- 

- 1664. (NEW) The process according to claim 1663, wherein the lectin 
comprises concanavalin A. - 

-- 1665. (NEW) The process according to claim 1663, wherein said lectin is 
conjugated to ferritin. - 

-- 1666. (NEW) The process according to claim 1656, wherein said Sig comprises 
an enzyme. - 

- 1667. (NEW) The process according to claim 1666, wherein said enzyme is 
selected from the group consisting of alkaline phosphatase, acid phosphatase, 
galactosidase, ribonuclease, glucose oxidase and peroxidase, or a combination 
thereof. -- 

-- 1668. (NEW) The process according to claim 1656, wherein said Sig comprises 
a hormone. - 
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1669. (NEW) The process according to claim 1656, wherein said Sig comprises 
a metal-containing component. -- 

containing component is catalytic. - 

-- 1671. (NEW) The process according to claim 1582, wherein said Sig detectable 
non-radioactive moiety comprises an indicator molecule. -- 

-- 1672. (NEW) The process according to claim 1671, wherein said indicator 
molecule comprises an aromatic compound. -- 

- 1673. (NEW) The process according to claim 1672, wherein said aromatic 
coiitpuuMu i3 I iCLcr^vYviiv. 

- 1674. (NEW) The process according to claim 1673, wherein said heterocyclic 
aromatic compound is fluorescent. -- 

-- 1675. (NEW) The process according to claim 1674, wherein the fluorescent 
heterocyclic aromatic compound is selected from the group consisting of 
fluorescein, rhodamine and dansyl. -- 

" 1676. (NEW) The process according to claim 1675, wherein said fluorescent 
heterocyclic aromatic compound comprises fluorescein. - 

" 1677. fWEW) The process according to claim 1671, wherein said indicator 
Violecule comprises a member selected from the group consisting of a fluorescent 
component, a\;hemiiuminescent component, and a chelating component, or a 
(combination of any of the foregoing. -- 

- 1678. (NEW) The process according to claim 1656, wherein said Sig comprises 
a fluorescent component. -- 
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" 1679. (NEW) The process according to claim 1678, wherein said fluorescent 
component is selected from the group consisting of fluorescein, rhodamine and 
dansyl. - 

-- 1680. (NEW) I he process dcuuiumy lu ^l^:... IC?:, v;^.:"-" "''•^ li.-nrpQrpnt 
component comprises fluorescein. 

-- 1 681 . (NEW) The process according to claim 1 656, wherein said SIg comprises 
a chemiluminescent component. - 

- 1682. (NEW) The process according to claim 1656, wherein said Sig comprises 
an antigenic or hapten component capable of completing with an antibody specific 
to the component. - 

- 1683. (NEW) ine process duuuming to clcim 1656, whei-e'" said Sig comorises 
an antibody component. -- 

1684. (NEW) The process according to claim 1656, wherein said Sig comprises 
a chelating component. - 

- 1 685. (NEW) The process according to claim 1 582, wherein any of nucleotide 
or nucleotide analogs (i), (ii) and (iii) are detectable by a means selected from the 
group consisting of a fluorescent measurement and a chemiluminescent 
measurement, or a combination thereof. - 

1686.\(NEW) The process according to claim 1582, wherein said Sig is 
Vjetectabld^when the oligo- or polynucleotide is contained in a double-stranded 



^^\0^^onucleic\3r deoxyribonucleic acid duplex 



-- 1687. (NEW) The process according to claim 1582, wherein said Sig is 
detectable wh\n it is attached to the nucleotide directly or through a linkage 
group. " 
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- 1688. (NEW)\The process according to clainn 1687, wherein said linkage group 
does not interfera substantially with the characteristic ability of Sig to form a 
detectable signal. J- 



1689. (NEW) The process according to ctaim looz, wntsrom saiu ioL^Iv^J Ji.^. 
V^ypolynucleotide of interest's terminally ligated or attached to a polypeptide. - 

" 1690. (NEW) The process according to claim 1689, further comprising 
contacting the sample with a polypeptide capable of forming a complex with Sig 
and a moiety which can be detected when the complex is formed. - 

" 1 691 . (NEW) The process according to claim 1 689, wherein the polypeptide 
comprises a polylysine. - 

- 1692. (NEW) The process according lo claim 1683, wiiciDin the polypeptide 
comprises at least one member selected from the group consisting of avidin, 
streptavidin or anti-Sig immunoglobulin. -- 



h. 



" 1693. (NEW)\ The process according to claim 1690, wherein said Sig comprises 



ligand and. the polypeptide comprises an antibody thereto. - 



- 1 694. (NEW) The process according to claim 1 690, wherein the moiety which 
can be detected when the complex is formed is selected from the group consisting 
of biotin, iminobiotin, an electron dense component, a magnetic component, an 
enzyme, a hormone component, a metal-containing component, a fluorescent 
component, a chernilurninescent component, an antigen, a hapten, an antibody 
component and a chelating component. -- 

-- 1695. (NEW) The process according to claim 1582, wherein said Sig detectable 
non-radioactive moiety is capable of being directly detected. -- 
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- 1696. (NEWMThe process according to claim 1695, wherein said directly 
detectable signal ^oviding Sig detectable non-radioactive moiety is selected from 
the group consisting of a fluorogenic compound, a phosphorescent compound, a 
chromogenic compoiJnd, a chemiluminescent compound, an electron dense 
compound and an enzYme. - 

- 1697. (NEW) The process according to claim 1582, wherein said Sig detectable 
non-radioactive moiety is capable of being indirectly detected. - 



- 1698. (NEwKThe process according to claim 1697, wherein said detecting step 
Whe indirectly dete\ctable signal is provided by a member selected from the group 
\^ /consisting of an antibody, an antigen, a hapten, a receptor, a ligand, an enzyme, a 
polynucleotide sequeXce capable of recognizing a signal-containing moiety and a 
combination of any of ftie foregoing. 

" 1699. (NEW) The proems according to claim 1582, wherein said Sig detectable 
non-radioactive moiety is capable of being detected by a member selected from the 

V 

group consisting of an enzymatic measurement, a fluorescent measurement, a 
phosphorescent measurement, aNchemiluminescent measurement, a calorimetric 
measurement, a microscopic measVement and an electron density measurement. - 
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" 1700. (NEW) A process for determining the sequence of a nucleic acid of 
interest, compwsing the steps of: 
^ I providing^ generating labeled nucleic acid fragments, each fragment. 

7^ I /I I comprising a seq\^ience complementary to said nucleic acid of interest or a portion 
>^ ^ ^ /thereof, wherein ^ch of said fragments comprises one or more abitJOLciuiG imuJmIwJ 
or labeled nucleotioes or nucleotide analogs, which nucleotide analogs can be 
attached to or coupted to or incorporated into DNA or RNA, wherein said modified 
or labeled nucleotide^ or nucleotide analogs comprise one or more chelating 
compounds or chelating components capable of providing a detectable radioactive 
signal, and wherein said one or more modified or labeled nucleotides or nucleotide 
analogs have been modified or labeled on at least one of the sugar moiety, the 
sugar analog, the phosphate moiety, the phosphate analog, the base moiety, or the 
base analog thereof; 

subjecting said labeled fragments to a sequencing gel to separate or resolve 
said fragments; and \ 

detecting the preserl:e of each of said separated or resolved fragments by 
means of the detectable radioactive signal provided by said chelating compounds or 
chelating components in theVnodified or labeled nucleotides or nucleotide analogs, 
and determining the sequencdi of said nucleic acid of interest. - 
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- 1 \01 . (NEW) A process for determining the sequence of a nucleic acid of 
interest, comprising the steps of: 

^oviding or generating labeled nucleic acid fragments, each fragment 
nomorisirta a sequence complementary to said nucleic acid of interest or to a 
portion th^eof, wherein each of said fragments comprises one or more uotouiaui^ 
modified orkbeled nucleotides or nucleotide analogs, which nucleotide analogs can 
be attached tb or coupled to or incorporated into DNA or RNA, wherein said 
modified or labeled nucleotides or nucleotide analogs comprise one or more 
chelating compounds or chelating components capable of providing a detectable 
radioactive signa\ and wherein said one or more modified or labeled nucleotides or 
nucleotide analog^have been modified or labeled on at least one of the sugar 
moiety, the sugar analog, the phosphate moiety, the phosphate analog, the base 
moiety, or the base apalog thereof; 

introducing or s\^bjectlng said fragments to a sequencing gel; 

separating or resWing said fragments in said sequencing gel, dnJ 

detecting each of \he separated or resolved fragments by means of the 
detectable radioactive sigi\al provided by said chelating compounds or chelating 
components in the modified^ or labeled nucleotides or nucleotide analogs, and 

determining the sequence of $aid nucleic acid of interest. - 

\ 

- 1702. (NEW) A process for d0termining the sequence of a nucleic acid of 
interest, comprising the steps of: \ 

providing or generating labeled nucleic acid fragments, each fragment 
comprising a sequence complement^y to said nucleic acid of interest or to a 
portion thereof, wherein each of saidVagments comprises one or more detectable 
modified or labeled nucleotides or nucl^tide analogs, which nucleotide analogs can 
be attached to or coupled to or incorporated into DNA or RNA, wherein said 
modified or labeled nucleotides or nucleotlGie analogs comprise one or more 
chelating compounds or chelating components capable of providing a detectable 
radioactive signal, and wherein said one or mWe modified or labeled nucleotides or 
nucleotide analogs have been modified or labeled on at least one of the sugar 
moiety, the sugar analog, the phosphate moiety )ythe phosphate analog, the base 
moiety or the base analog thereof; 

detecting the labeled nucleic acid fragments Wh a sequencing gel; and 
determining the sequence of said nucleic acid of Interest. - 
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- 1 7\3. (NEW) A process for determining the sequence of a nucleic acid of 
intere^, comprising the step of detecting with a sequencing gel one or more labeled 
nucleic\cid fragments comprising a sequence complementary to said nucleic acid 
of interes\or to a portion thereof, wherein each of said fragments comprises one or 
more dete^able modified or labeled nucleotides or nucieoxiae diiaiuyo, wluv:. 
nucleotide analogs can be attached to or coupled to or incorporated into DNA or 
RNA, wherein\said modified or labeled nucleotides or nucleotide analogs comprise 
one or more chelating compounds or chelating components capable of providing a 
detectable radioactive signal, and wherein said one or more modified nucleotides or 
nucleotide analogfe have been modified or labeled on at least one of the sugar 
moiety, the sugar \nalog, the phosphate moiety, the base moiety or the base 
analog thereof. - \ 

„ 1704. (NEW) A process for determining in a sequencing gel the presence of 
nucleic acid fragments c\)mprising a sequence compierTienldry to a mUcIcic acid 
sequence of interest or a \ortion thereof, said process comprising the steps of: 

(A) providing \ 

(i) one or morAdetectable chemically modified nucleotides or 
nucleotide analogs, which\iucleotide analogs can be attached to or coupled 
to or incorporated into a nucleic acid, or 

(ii) one or more oligonucleotides or polynucleotides comprising at 
least one of said detectable cheViicaily modified nucleotides or nucleotide 
analogs; or \ 

(iii) both (i) and (ii); \ 

wherein said chemically modified nucleotides or nucleotide analogs (i) and 
said oligonucleotides and polynucleotide's (ii) are capable of attaching to or 
coupling to or incorporating into or forming one or more nucleic acid 
fragments, wherein said detectable chemically modified nucleotides or 
nucleotide analogs comprise one or more chelating compounds or chelating 
components capable of providing a detectableVadioactive signal, and wherein 
said chemically modified nucleotides or nucleotide analogs have been 
modified non-disruptively or disruptively on at least one of the sugar moiety, 
the sugar analog, the phosphate moiety, the phosbhate analog, the base 
moiety or the base analog thereof; and; \ 
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(B)\ incorporating said one or more chemically modified nucleotides or 
nucleotide ^alogs (i) or said one or more oligonucleotides or polynucleotides 
comprising at\least one of said chemically modified or labeled nucleotides (ii), or 
both (i) and (ii)\into said one or more nucleic acid fragments, to prepare labeled 
fragments, each^uch fragment comprising a sequenuo uuh.hIq.mv.,.:w. , t: zz'.t 
nucleic acid of interest or to a portion thereof, said labeled fragments further 
comprising one or more chemically modified nucleotides or nucleotide analogs 
selected from the grpup consisting of: 




B-A 



wherein B represents a purine moiety, a 7-deazapurine moiety, a pyrimidine 
moiety, or an analog of any of the foregoing, and B is covalently bonded to the CI 
position of the sugar moietvAor sugar analog, provided that whenever B is a purine, 
a purine analog, a 7-deazapurine moiety or a 7-deazapurine analog, the sugar 
moiety or sugar analog is attadhed at the N9 position of the purine moiety, the 
purine analog, the, 7-deazapurine moiety or the 7-analog thereof, and whenever B 
is a pyrimidine moiety or a pyrim^ine analog, the sugar moiety or sugar analog is 
attached at the N1 position of theWrimidine moiety or the pyrimidine analog; 

wherein A comprises at leastthree carbon atoms and represents at least one 
component of a signalling moiety corruDrising a chelating compound or chelating 
component capable of providing directly or indirectly a detectable radioactive signal; 
and 



\ 



wherein B and A are covalently atta\^ed directly or through a linkage group, 
and \ 

wherein x comprises a member selecte\j from the group consisting of: 

0 0 V 0 0 0 

II II II 

H-; H0-; -0-P-0-; HO-P-0-; HO-P-O-P-^-; HO-P-O-P-O-P-0- 

1 I I I \ I I I 
OH OH OH OH \ OH OH OH 
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whereVi y comprises a member selected from the group consisting of: 

0 0 0 0 0 0 

II II II II ii ii • 

H_; H0-; -0-pAo-; HO-P-0-; H0-P-0-P-0-; HO-P-O-P-O-P-0- 

1 II III 
OH \ OH OH OH OH OH OH 

wherein z comprises a member selected from the group consisting of 
H- and HO- -- 

(ii) \ 

\ 

\ I 

\ PM-SM-BASE 

\ 

\ 

wherein \ 

PM is a phosphate moiet^ or phosphate analog, 
SM is a sugar moiety or siiigar analog, 
BASE is a base moiety or b\se analog, and 

Sig is a signaling moiety corr\prising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, and 
wherein said PM is covalently attach^ to SM, said BASE is covalently attached to 
SM, and Sig is covalently attached to SM directly or through a linkage group; and 



(iii) 



Sig-PM-Siyi-BASE 



wherein 

PM is a phosphate moiety or phosphate cyialog, 
SM is a sugar moiety or sugar analog, 
BASE is a base moiety or base analog, and\ 
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Sig is\a signaling moiety comprising a chelating compound or chelating 
component cebable of providing a detectable radioactive signal; and 
wherein PM is dovalently attached to SM. BASE is covalently attached to SM, and 
Sig is covalently attached to PM directly or through a linkage group; 

(C) transfer\ing or subjecting said labeled fragments to a sequencing gel; 

(D) separating \r resolving said labeled fragments; and 



(E) detecting direc\y or indirectly the presence of said labeled 
fragments. -- 

- 1705. \nEW) a process for detecting a nucleic acid of interest in a sample, 
which process comprises the steps of: 



,(a) specifibaliy hybridizing said nucleic acid of interest in the sample with one or 
more oligo- oft polynucleotides, each such oligo- or polynucleotide being 
complementary to or capable of hybridizing with said nucleic acid of interest or a 
portion thereof wherein said oligo- or polynucleotides comprise one or more 
detectable mocflfied or labeled nucleotides or nucleotide analogs, which nucleotide 
analogs can be Attached to or coupled to or incorporated into DNA or RNA, and 
wherein said modified or labeled nucleotides or nucleotide analogs are selected from 
the group consisijng of: 



(I) a nucmotide or nucleotide analog having the formula 



PM-SM-BASE-Sig 



wherein 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar miiety or sugar analog, 

BASE is a pyrimidjne, a purine or a 7-deazapurine base moiety or a base 
analog of any of the foregoing; and 

Sig is a signaling mbiety comprising a chelating compound or component 
capable of providing a detectable radioactive signal, wherein PM is covalently 
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attached to SIV!, BA$E is covalently attached to SIVI, and Sig is covalently attached 
to BASE directly or th\ough a linkage group at a position other than the C5 position 
when BASE is a pyrimldine moiety or an analog thereof, at a position other than the 
C8 position when BASE is a purine moiety or an analog thereof and at a position 
other than the C7 positibn when aaoc is d / -uoa.u^.w.;. .: ":=?*v ^r^7<\<^^ 
thereof, and such covaleVit attachment does not substantially interfere with double 
helix formation or nucleiclacid hybridization; 

(ii) a nucleotide oV nucleotide analog having the formula 

\ Sig 
\ PM-SM-BASE 

wherein \ 

PM is a phosphate moiety Ibr phosphate analog, 
SM is a sugar moiety or sugar analog, 
BASE is a base moiety or baie analog, and 

Sig is a signaling moiety comprising a chelating compound or component 
capable of providing a detectable radbactive signal, wherein PM is covalently 
attached to SM, BASE is covalently attached to SM, and Sig is covalently attached 
to SM directly or through a linkage groOip and such covalent attachment does not 
substantially interfere with double helix Wmation or nucleic acid hybridization; and 

(iii) a nucleotide or nucleotide analog, said nucleotide having the formula 

Sig -PM-SmV BASE 

wherein \ 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar analog, \ 
BASE is a base moiety or base analog, and \ 

Sig is a signaling moiety comprising a chelatinacompound or components 
capable of providing a detectable radioactive signal, wherein PM is covalently 
attached to SM, BASE is covalently attached to SM, and Sig is covalently attached 
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to PM directly oXthrough a linlcage group, and such covalent attachment does not 
substantially interfere with double helix formation or nucleic acid hybridization; and 

(b) detecting radioactively the presence of said signaling moieties Sig in any of 
the oligo-or poiynuckeotides which have hybriaizeo lo baiu nuoi, 
interest. 

1706. (NEW) A process for detecting a nucleic acid of interest in a sample, 
which process comprise^ the steps of: 

(A) providing: 

(i) an oligo-W polynucleotide having two segments: 

(a) a first segment complementary to and capable of 
hybridizlng\to a portion of bdiu nLicIeic acid cf intei-est; and 

(b) a second segment comprising at least one protein binding 
sequence; and 

(ii) a protein capable of binding to said protein binding sequence 
and comprising a chelating compound or chelating component capable 
of providing a detectable radioactive signal; 

(B) contacting a sample suspected of containing said nucleic acid of 
interest with said oligo- or polynucleotide (ii) and said detectable protein (iii) to form 
a complex; 

(C) detecting radioactively the presence of said protein in said complex 
and said nucleic acid of interest. 
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- 1 7o\. (NEW) A process for determining whether the number of copies of a 
particul^\chromosome in a cell is normal or abnormal, the process comprising the 
steps of: 



contactirtfl said ceii unaer nyuiiui^my 



.:+u ^r^a nr mnrP rloHflS Or 



DMA fragments, V oligo- or polynucleotides derived from said clone or clones, 
wherein said cloneV or fragments or oligo- or polynucleotides are capable of 
hybridizing specificaiW to a locus or loci of said particular chromosome or a portion 
thereof, wherein said Clones or fragments or oligo- or polynucleotides comprise one 
or more detectable modrfied or labeled nucleotides or nucleotide analogs, which 
nucleotide analogs can beXattached to or coupled to or incorporated into DNA or 
RNA, and wherein said mooified or labeled nucleotides or nucleotide analogs are 
selected from the group consisting of; 




(i) a nucieotiae or nuciculiJe analog hcvi.ng the formula 
PM-\SM-BASE-Sig 

wherein 

PM is a phosphate moiety or phokihate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine, or a l[-deazapurine base moiety or an analog 
of any of the foregoing thereof, and 

Sig is a signaling moiety comprising a (Chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM Is 
covalently attached to the SM, BASE is covalentJy attached to SM, and Sig is 
covalently attached to BASE at a position other tllan the C5 position when BASE is 
a pyrimidine moiety or an analog thereof, at a position other than the C8 position 
when BASE is a purine moiety or an analog thereof, and at a position other than the 
C7 position when BASE is a 7-deazapurine moiety or an analog thereof; 
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(ii) a nucleotide or nucleotide analog having the formula 

Sig 

I 

I IVI VI 

wherein 

PM is a phosphate moid|ty or phosphate analog, 
SM is a sugar moiety or sugar analog, 
BASE is a base moiety ort base analog, and 

Sig is a signaling moiety oomprising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalently attached to SM, BASElis covalently attached to SM, and Sig is 
covalently attached to SM directl\l or through a linkage group; and 

(iii) a nucleotide or nucleoside analog having the formula 



Sig-|^M-SM"BASE 

\ 

wherein ^ 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar a^log, 
BASE is a base moiety or base ai||alog, and 

Sig is a signaling moiety comprisirag a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalently attached to SM, BASE is covalently attached to SM, and Sig is 
covalently attached to PM directly or through a linkage group, 
to permit specific hybridization of said clone or clones or DNA fragments or oligoor 
polynucleotides to the locus or loci of said particular chromosome; 

detecting radioactively the signal generated by said specifically hybridized 
clone or clones or DNA fragments or oligo- or aolynucleotides, and determining the 
number of copies of said particular chromosome; and 
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comparing said determined number of copies of said particular chromosome 
with a number of copies\f\said particular chromosome determined for a normal cell 
containing said particular ch^mosome, and determining whether the number of 
copies of said particular chronyisome in said cell is abnormal. - 

-- 1708. (NEW) Y process for identifying a chromosome of interest in a cell 
containing other cnromosomes, the process comprising the steps of: 

providing a se\ of clones or DNA fragments, or oligo- or polynucleotides 
'derived from said clone or clones, wherein said clones or fragments or oligo- or 
polynucleotides are sptecifically hybridizable to a locus or loci in said chromosome of 
interest, wherein said Alones or fragments or oligo- or polynucleotides comprise one 
or more detectable modified or labeled nucleotides or nucleotide analogs, which 
nucleotide analogs can be attached to or coupled to or incorporated into DNA or 
RNA, and wherein said mpdiilcu or labeled nucleot'Hfis or nucleotide analogs are 
selected from the group consisting of: 



(i) 



a nucleotide oi\ nucleotide analog having the formula 



PM-SM-BASE-Sig 



wherein 

PM is a phosphate moieiy or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine, or a 7-deazapurine base moiety, or a base 
analog of any of the foregoing, an 

Sig is a signaling moiety cotViprising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalentiy attached to SM, BASE is covalently attached to SM, and Sig is 
covalently attached to BASE at a position other than the C5 position when BASE is 
a pyrimidine moiety or an analog thereof, at a position other than the C8 position 
when BASE is a purine moiety or an analog thereof, and at a position other than the 
C7 position when BASE is a 7-deazapuri\e moiety or an analog thereof; 
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(ii) a nucleotide or nucleotide analog having the formula 



Sig 



\ HM — bivi — DMoc 

wherein 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar mciety or sugar analog, 
BASE is a base nroiety or base analog, and 

Sig is a signaling pnoiety comprising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalently attached to SIVI, BASE is covalently attached to SM, and Sig is 
covalently attached SM du-ectly or through a linkage group; and 

(iii) a nucleotide ^ nucleotide analog having the formula 

Sig-PM-SM-BASE 

wherein 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or\sugar analog, 
BASE is a base moiety oi\ base analog, and 

Sig is a signaling moiety comprising a chelating compound or chelating 
component capable of providing a\detectabie radioactive signal, wherein PM is 
covalently attached to SM, BASE is\covalently attached to SM, and Sig is 
covalently attached to PM directly orVthrough a linkage group; 

fixing the chromosomes from or fn said cell; 



contacting said fixed chromosomes\under hybridizing conditions with said set 
of clones or DNA fragments or oligo- or polynucleotides, ^permitting specific 
hybridization of said set of clones or DNA frdflments or oligo- or polynucleotides to 
said locus or loci in said chromosome of interest; 
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detecting fadioactively any signal generated by each of said clones or DNA 
fragments or oliga- or polynucleotides which have specifically hybridized to said 
locus or loci In said chromosome of interest, and obtaining a pattern of 
hybridizations betvdeen said set of clones or DNA fragments or oligo- or 
polynucleotides andlsald chromosomes; anu 

identifying said chromosome of interest by means of said hybridization 
pattern obtained. - \ 



-- 1709. (NEW) A pri 
cell of interest, the pro 



cess for identifying a plurality or al! of the chromosomes in a 
;ess comprising the steps of: 



providing sets of clones or DNA fragments, or oligo- or polynucleotides 
derived from said clone ;, wherein each of said set of clones or DNA fragments or 
oligo- or polynucleotiaes are spedrioa!!y hybridizable to « ''^'^ns or loci in a 
chromosome of said cell of interest, wherein each of said clones or DNA fragments 
or oligo- or polynucleoti Jes in said sets are labeled with a different indicator 
molecule and each of sc id clones or DNA fragments or oligo- or polynucleotides 
comprise one or more detectable modified or labeled nucleotides or nucleotide 
analogs capable of deteition, which nucleotide analogs can be attached to or 
coupled to or incorporated into DNA or RNA, and wherein said modified or labeled 
nucleotide or nucleotide analogs are selected from the group consisting of: 



(i) a nucleotide or nucleotide analog having the formula 



PM-SM-BASE-Sig 



wherein 

PM is a phosphate moietV or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine, or a 7-deazapurine base moiety, or a base 
analog of any of the foregoing, and 

Sig is a signaling moiety comprising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalently attached to SM, BASE is bovalently attached to SM, and Sig is 
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covalently attached to BASE at a position other than the C5 position when BASE is 
a pyrimidine. or a pyrimidine analog, at a position other than the C8 position when 
BASE is a purine or a purine analog, and at a position other than the C7 position 
when BASE is a 7-deazapurine\or a 7-deazapurine analog thereof; 



a nucleotide or nuqieotide analog having the formula 



Sig 



PM-SM-BASE 
wherein 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sucar analog, 
BASt IS a case muieiy or bise ar.clcg, and 

Sig is a signaling moiety comprising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalently attached to SM, BASE is covalently attached to SM, and Sig is 
covalently attached to SM directly pr through a linkage group; and 

(iii) a nucleotide or nucleotide analog having the formula 

Sig-lfM-SM-BASE 

wherein 

PM is a phosphate moiety or phdsphate analog, 
SM is a sugar moiety or sugar analog, 
BASE is a base moiety or base analog, and 

Sig is a signaling moiety comprising\a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalently attached to SM, BASE is covalently attached to SM, and Sig is 
covalently attached to PM directly or through^ linkage group; 



fixing the chromosomes from or in said cell; 
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contactind said fixed chromosonaes under hybridizing conditions with said 
sets of clones or DNA fragments or oligo- or polynucleotides, and permitting 
specific hybridization of said sets of clones or DNA fragments or oligo- or 
polynucleotides to the locus or loci in said chromosomes; and 

detecting radioactively any signal generated by each of said different 
indicator molecules in said sets of clones or DNA fragments or oligo- or 
polynucleotides whicHhave specifically hybridized to the locus or loci in said 
chromosomes, and identifying any one of the chromosomes in said cell of 
interest. \ 

"1710. (NEW) A procfess for determining the number of chromosomes in an 
interphase cell of interesi, the process comprising the steps of: 

providing sets of cljpnes or uNA fraymonis, or oliyC cr po.'yn'JCleotiHfts 
derived from said clones, wherein each of said set of clones or DNA fragments or 
oligo- or polynucleotides ane specifically complementary to or specifically 
hybridizable with at least one locus or loci in a chromosome of said interphase cell 
of interest, wherein each ofisaid clones or DNA fragments or oligo- or 
polynucleotides in said sets comprise one or more detectable modified or labeled 
nucleotides or nucleotide analogs, which nucleotide analogs can be attached to or 
coupled to or incorporated into DNA or RNA, and wherein said modified or labeled 
nucleotide or nucleotide analog are selected from the group consisting of: 

(i) a nucleotide or nucleotide analog having the formula 

PNi-SM-BASE-Sig 

wherein \ 

PM is a phosphate moiety or phosphate analog, 
SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine, or\a 7-deazapurine base moiety, or a base 
analog of any of the foregoing, and \ 

Big is a signaling moiety comprising^ chelating compound or chelating 
component capable of providing a detectabfp radioactive signal, wherein PM is 



Enz-5(D8)(C2) 



Dean L. Engelhardt, et al. 
Serial No.: 08/486,069 
Filed: June 1, 1995 

Page 1 79 [Amendment Under 37 C.F.R. § 1 . 1 1 5 (In Response 

To The November 23, 1999 Office Action) - May 23, 2000] 



covalently attached to SM, BASE is covalently attached to SM, and Sig is 
covatently attached to BASE at a position other than the C5 position when BASE is 
a, pyrimidine moidty or a pyrimidine analog, at a position other than the C8 position 
when BASE is a piVine or a purine analog, and at a position other than the C7 
position when BASS is a 7-deazapurine or a /-uca^.a(JUMM^, 

(ii) a nucleoiide or nucleotide analog having the formula 



Sig 



PM-SM-BASE 

wherein 

PM is a phosphate md^iety or phosphate analog, 
SM is a sugar moieiy or suyai aimlog, 

BASE is a pyrimidine, aipurine or a 7-deazapurine base moiety, or a base 
analog of any of the foregoing,\ and 

Sig is a signaling moiety comprising a chelating compound or chelating 
component capable of providingla detectable radioactive signal, wherein PM is 
covalently attached to SM, BASE is covalently attached to SM, and Sig is 
covalently attached SM directly or through a linkage group; and 

(iii) a nucleotide or nucleotide analog, said nucleotide having the formula 

Sig-W-SM-BASE 



wherein 

PM is a phosphate moiety or phosphate analog, 

SM is a sugar moiety or sugar analog, 

BASE is a pyrimidine, a purine or a\7-deazapurine base moiety, or a base 
analog of any of the foregoing, and 

Sig is a signaling moiety comprising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, wherein PM is 
covalently attached to the SM, BASE is covarently attached to SM, and Sig is 
covalently attached to PM directly or through \ linkage group; 
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contacting said interphase cell under hybridizing conditions with said sets of 
clones or DNA fragments or oligo- or polynucleotides, and permitting specific 
hybridization of said\sets of clones or DNA fragments or oligo- or polynucleotides to 
any of the locus or Icici in said chromosomes; 

detecting radioactively any signals generated by each of said sets of clones 
or DNA fragments or ofigo- or polynucleotides specifically hybridized to the locus or 
loci in said chromosomas, to obtain a. pattern of generated signals; and comparing 
each generated signal with other generate signals in said pattern, and determining 
the number of chromosomes in said interphase cell of interest. - 

\ 

" 1711. (NEW) A proces^ for preparing a labeled oligo- or polynucleotide of 

interest, comprising the ste^s of: 

\ 
\ 

\ 

(A) providing either: \ 

(1) one or more detectable chemically modified nucleotides or 
nucleotide analogs, whrch nucleotide analogs can be attached to or coupled 
to or incorporated into DNA or RNA or an oligo- or polynucleotide of interest, 
alone or in conjunction v\^'th one or more other modified or unmodified nucleic 
acids selected from the group consisting of nucleotides, oligonucleotides and 
polynucleotides, wherein si^id other modified or unmodified nucleic acids are 
capable of incorporating into an oligo- or polynucleotide of interest, and 
wherein said chemically mocrified nucleotides or nucleotide analogs comprise 
one or more signaling moieties comprising a chelating compound or chelating 
component capable of providing a detectable radioactive signal, or 

(2) an oligo- or polynucleotide of interest comprising one or more of 
said detectable chemically modifieo nucleotides or nucleotide analogs, alone 
or in conjunction with one or morebther modified or unmodified nucleic acids 
selected from the group consisting of nucleotides, oligonucleotides and 
polynucleotides, 

wherein said chemically modified nucleotidei or nucleotide analogs are modified on 
at least one of the sugar moiety, the sugar ar^log, the phosphate moiety, the 
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phosphate nletv, the base moiety or the 
group consisting of: 



base analog, and are selected from the 



(i) 



PM-SM-BASE-Sig 



wherein 

PM is a phosphatUoiety or phosphate analog, 
SM is a sugar moi\ty or sugar analog, 

BASE is a pvrimidii a purine or a 7-deazapurine base moiety, or a base 
analoq of any of the foregdjng, and 

„mp.n,m capable o, p,cv,i^n, a »a,.cab,e radioactive al,.a,, and 
wharein PM is covalently attacnad .o 3M. 

SU and Si, la ocvalandv an. ^ " " ' "Z ' 

1„ CK. ,ba„ ,.a ce poalU wb« BASE 1, a P,ri™*e o, a„ a = 

1.,, a. , P.al,l.n c..- .ba„L C3 BASE . a p..— 

deazapurine moiety or an analog thereof; 



antiv attached to 

, ur^^t- • 



(ii) 



wherein 




PM is a phosphate moiety or phosphate an^og, 

SM is a sugar moiety or sugar analog, \ 

• «r a 7 Hpazanurihe base moiety, or a base 
BASE is a pyrimidine, a purine or a 7-deazapurii\e 



VDMOI^ lO a f^y...--' 
analoa of any of the foregoing, and 
SI, la a al,nalln, c.n,p,laln, a cne,a.,„, cc^"^ 0, cH..« 
c„„p.n.« capabl. o. p,.v*, a radlcadva .i,n.,, and J(;».ln s.,d PM . 
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covalently attached to SM. said BASE is covalently attached to SM, and Sig is 
covalently attacVd to SM directly or through a linkage group; and 



(iii) 



Sig -PM-SM- BASE 



\ 



wherein 

PM is a phosphaVe moiety or phosphate analog, 
SM is a sugar moW or sugar analog, 

BASE is a pyrimidk a purine or a T-deazapurine base moiety, or a base 
analog of any of the foregbing, and 

Sig is a signaling mo\ety comprising a chelating compound or chelating 
component capable of provLg a detectable radioactive signal; and wherein PM ,s 

A ...j.,.. .«o„v,oH c;m and Sic is covalently 

covalently attached to SM,bA&t IS (;«v<..=,.u, - 

attached to PM directly or thr^ a linkage group; and said oligo- or polynucleofde 

of interest; and 

(B) either incorporating said on\r more modified nucleotides or nucleotide 
, analogs (A„1) into said oligo- or polLceotide, and preparing a labeled oligo- or 
^ polynucleotide of interest, or preparinlsaid oligo- or polynucleotide of interest from 
' said oligo- or polynucleotide recited in s\ep (AH2) above. - 
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